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10 TITLE OF THE INVENTION 

QUINAZOLINE DERIVATIVES AS INHIBITORS OF HIV REVERSE 
TRANSCRIPTASE 

PACKgRQTfflP qf the INVBNIIQH 

15 This application is a continuation-in-part of 

U.S. Serial No. 07/746,445, filed August 16, 1991. 

A retrovirus designated human immunode- 
ficiency virus (HIV) is the etiological agent of the 
complex disease that includes progressive destruction 

20 of the immune system (acquired immune deficiency 
syndrome; AIDS) and degeneration of the central and 
peripheral nervous system. This virus was previously 
known as LAV, HTLV-III, or ARV. A common feature of 
retrovirus replication is reverse transcription of the 

25 RNA genome by a virally encoded reverse transcriptase 
to generate DNA copies of HIV sequences, a required 
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step in viral replication. It is known that some 
compounds are reverse transcriptase inhibitors and are 
effective agents in the treatment of AIDS and similar 
diseases, e.g., azidothymidine or AZT. 

5 Nucleotide sequencing of HIV shows the 

presence of a pal gene in one open reading frame 
[Ratner, L. fit al. , Nature, 212. 277(1985)]. Amino 
acid sequence homology provides evidence that the pal 
sequence encodes reverse transcriptase, an endonuclease 

10 and an HIV protease [Toh, H. fit &!• . EMBO J. A. 1267 
(1985); Power, M.D. fit &!♦ » Science, 221* 1567 (1986); 
Pearl, L.H. etfil.. Nature 222, 351 (1987)]. 

Applicants demonstrate that the compounds of 
this invention are inhibitors of HIV reverse 

15 transcriptase. 

TMTEF DESCB TPTTON OF THE INVENTION , 

Compounds of formula I or II, as herein 
defined, are disclosed. These compounds are useful in 

20 the inhibition of HIV reverse transcriptase, the 
prevention of infection by HIV, the treatment of 
infection by HIV and in the treatment of AIDS and/or 
ARC, either as compounds, pharmaceutical^ acceptable 
salts (when appropriate), pharmaceutical composition 

25 ingredients, whether or not in combination with other 
antivirals, anti-inf ectives , immunomodulators , 
antibiotics or vaccines. Methods of treating AIDS, 
methods of preventing infection by HIV, and methods of 
treating infection by HIV are also disclosed. 
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DETAILED DESCRIPTION OF THE INVENTION AND PREFERRED 
ES 



This invention is concerned with compounds of 
5 formula I or II, combinations thereof, or 

pharmaceutical^ acceptable salts thereof, in the 
inhibition of HIV reverse transcriptase, the prevention 
or treatment of infection by HIV and in the treatment 
of the resulting acquired immune deficiency syndrome 
10 (AIDS). Compounds of formula I or II are defined as 
follows : 



15 



20 




or 



v 




II 
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wherein: 

X is 0, S, or NR, and R is CN, H, NH 2 , OH, 
C^alkoxy, or alkyl; 

5 g, when present, is 1-4 substituents 

independently selected from alkyl; halo; 
amino; nitro; cyano; carboxy; carbamoyl 
alkyl; 
0 

10 c-R 5 wherein R 5 is CH 3 , H oi NH 2 ; sulfamoyl; 

C 1-3 alkyleulfonamido; methanesulf onyl ; CF 3 ; 
hydroxy; or Cj^alkoxy; 

n is 0-4; 

15 

(st) in formula II denotes heterocycle of 5-6 

members (with 1-3 heteroatoms selected from 
0, N or S) in place of benzo in formula I; 

20 r! is H; Cj_ 8 a^Y 1 '* c 2-4 alkenyl; C 2 _ 5 alkynyl; 

C3.4 cycloalkyl; hydroxy; Cj_ 4 alkoxy; C x _ 3 
alkyl substituted one or more times with 
halo, carboxy, C 3 _ 4 cycloalkyl, CN, hydroxy, 
methylsulfinyl, methanesulf onyl , Cj_ 4 alkoxy, 

25 c 2 -4 alkenyl C 1 _ 4 alkoxy, C 2 _ 4 alkynl-C 1 ^ 4 

alkoxy, aryloxy, C]_ 4 alkylcarbonyl , or 
nitro; or aryl unsubstituted or substituted 
with (G) n furanyl; thienyl; benzof uranyl ; R 1 
and R 3 may be joined to form a fused 

30 heterocycle of 5 or 6 members containing up 

to one additional heteroatom selected from 0, 
S or NR, provided that the heteroatoms are 
not directly linked to each other; 
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R 2 is C 1-8 alkyl; C 2 ^b alkenyl; C 3 _4 cycloalkyl; 
c 2-5 alkynyl; aryl unsubstituted or 
substituted at the meta position with halo, 
methoxy or cyano; heteroeycle; 

5 

R 3 is H; Cj_s alkyl unsubstituted or substituted 
with one or more of A, wherein A is halo, 
hydroxy, amino, C 3 _ 8 cycloalkyl, C]_4 alkoxy, 
di-CCj^ alkyl >amino, C 1-4 alkylamino , or 

10 carbamoyl; C 2 _ 8 alkenyl unsubstituted or 

substituted with one or more of A; C 2 _8 
alkynyl unsubstituted or substituted with one 
or more of A; C 3 _ 8 cycloalkyl; aryl Cj_4 alkyl 
wherein aryl is optionally substituted with up 

1 5 to three substituents selected from methyl, 

halo, CN, or methoxy; heteroeycle of 5 or 6 
members containing up to 3 heteroatoms 
selected from 0, S or NR; hydroxyl; CN; or 
carbamoyl; 

20 

R 4 is H; fcj_3 alkyl unsubstituted or substituted 
with one or. more of A; C 2 _8 alkeoy 1 
unsubstituted or substituted with one or more 
of A; C 2 _8 alkynyl unsubstituted or 

25 substituted with one or more of A; C],_ 3 

alkanoyl; benzoyl unsubstituted or 
substituted with one to three of halo, 
methoxy, carboxy, or Cj_4 alkyl optionally 
substituted with carboxy, amino, 0^4 

30 alkylamino or di-Ci_4 alkylamino; carbamoyl; 
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methylcarbamoyl; dimetbylcatbamoyl; formyl; 
hydroxy; alpha-amino C x _4 alkanoyl; or 
meta-cyanobenzyl ; 
or pharmaceutical^ acceptable salt or ester thereof. 

5 

In one embodiment, the compounds of formula I 
or II are further limited to those wherein X is HR and 

R is CN. H, NH 2 , <»• C l-3 alkoi y ° r C l-3 al * y1 ' . . . 

In another embodiment, compounds are limited 

10 to formula III: 




r 

25 wherein: 

X is 0, S, or NR, and R is CN, NH 2 , OH, Cx_ 3 

alKoay, H or Cj_3 alkyl; 



30 
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G, when present, is 1-4 substituents independently 
selected from alkyl; halo; amino; nitro; 
cyano; carboxy; carbamoyl alkyl; 
0 

C-R 5 wherein R 5 is CH 3 , H or NH 2 ; sulfamoyl; 
c l-3 alkylsulfonamido; methanesulf onyl; CF3. 
hydroxy; or Cj_4alkoxy; 

n is 0-4; 

R 1 is C]_g alkyl; €2-4 alkenyl; C2-5 alkynyl; 

03.4 cycloalkyl; C 1^3 alkyl substituted one 
or more times with halo, carboxy, €3.4 
cycloalkyl, CN, hydroxy, methylsulf inyl, 
methanesulf onyl , Cj_4 alkoxy, €2^4 alkynyl- 
C]_4 alkoxy, or nitro; or aryl unsubstituted 
or substituted with (G) n ; R 1 and R 3 may be 
joined by a carba bridge to form a ring of 5 
to 6 members; 

R 2 is Cj^g alkyl; c 2-8 ^^^y 1 ? c 3-4 cycloalkyl; 
C 2 _5 alkynyl; aryl unsubstituted or 
substituted at the meta position with halo, 
method or cyano; heterocycle of 5 or 6 
members containing up to 3 heteroatoms 
selected from 0, S, or NR; 

is H; C 1-8 alkyl unsubstituted or substituted 
with one or more of A, wherein A is halo, 
hydroxy, amino, C 3 _g cycloalkyl, Cj_3 alkoxy, 
di-(Cj_4 alkyl) amino, Cj_4 alkylamino, or 
carbamoyl; C 2 _q alkenyl unsubstituted or 
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substituted with one or more of A; C 2 _s 
alkynyl unsubstituted or substituted with one 
or more of A; C 3 _ 8 cycloalkyl; aryl C x _ 4 
alkyl wherein aryl is optionally substituted 
5 with up to three substituents selected from 

methyl, halo, CN, or methoxy; 

R 4 is H; C^g alkyl unsubstituted or substituted 
with one or more of A; C 2 _8 alkenyl 

10 unsubstituted or substituted with one or more 

of A; C2_8 alkynyl unsubstituted or 
substituted with one or more of A; Cj_3 
alkanoyl; benzoyl unsubstituted or 
substituted with one to three of halo, 

15 methoxy, carboxy, or Cj_ 4 alkyl optionally 

substituted with carboxy, amino, Cj_4 alkyl- 
amino or di-Cj^ alkylamino; carbamoyl; 
methylcarbamoyl; dimethylcarbamoyl; formyl; 
hydroxy; alpha-amino C]_4 alkanoyl; or 

20 meta-cyanobenzyl ; 

with the proviso that when R 1 is Cx_ 2 alkyl, then R 2 is 
not Cx_2 alkyl; 

or pharmaceutical^ acceptable salt or ester thereof . 



25 



30 



A third embodiment encompasses compounds of 
Formula IV having a more limited scope in R 2 : 



R 1 R 2 a 



i 



IV 

X 
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wherein: 

X is 0, S, or NR, and R is CN, NH 2 , 0H * c l-3 
alkoxy, H or Ci_ 3 alkyl; 

G, when present* is 1-4 substituents independently 
5 selected from C1..4 alkyl; halo; amino; nitro; 

cyano; carboxy; carbamoyl C]_4 alkyl; 
0 

C-R 5 wherein R 5 is CH 3 , H or NH 2 ; sulfamoyl; 
Cj_ 3 alkylsulfonamido; methanesulf onyl ; CF 3; 
10 hydroxy; or Cj_4alkoxy; 

n is 0-4; 

R 1 is alkyl; C 2 _ 4 alkenyl; C 2 _ 5 alkynyl; 

15 c 3 _4 cycloalkyl; C 1-3 alkyl substituted one 

or more times with halo, carboxy, C 3 _4 
cycloalkyl, CN, hydroxy, methylsulf inyl , 
methanesulf onyl, C1..4 alkoxy, C 2 „4 alkynyl- 
C!_4 alkoxy, or nitro; or aryl unsubstituted 

20 or substituted with (6> n ; R 1 and R 3 may be 

joined by a carba bridge to form a ring of 5 
to 6 members; 

R 2 is Ci„ 8 alkyl; C 2 _ 8 alkenyl; C 3 _ 4 cycloalkyl; 
25 c 2 _5 alkynyl; aryl unsubstituted or 

substituted at the meta position with halo, 
methoxy or cyano; 

R 3 is H; Cj_ 8 alky 1 unsubstituted or substituted 
30 w £th one or more of A, wherein A is halo, 

hydroxy, amino, C 3 _g cycloalkyl, Cj_ 3 alkoxy, 
di-<Ci»4 alkyl )amino, alkylamino, or 
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carbamoyl; C 2 _ 8 alkenyl unsubstituted or 
substituted with one or more of A; C 2 _8 
alkynyl unsubstituted or substituted with one 
or more of A; C 3 _ B cycloalkyl; aryl 
5 alkyl wherein aryl is optionally substituted 

with up to three substituents selected from 
methyl, halo, CN, or methoxy; 

is H; Cl _ 8 alkyl unsubstituted or substituted 
10 with one or more of A; C 2 „8 a 1 *^ 1 

unsubstituted or substituted with one or more 
of A; C 2 -8 alkynyl unsubstituted or 
■ substituted with one or more of A; C x _ 3 
alkanoyl; benzoyl unsubstituted or 
15 substituted with one to three of halo, 

methoxy, carboxy, or C 1-4 alkyl optionally 
substituted with car boxy, amino, Cj_4 
alkylamino or di-C^ alkylamino; carbamoyl; 
methylcarbamoyl; dimethylcarbamoyl; formyl; 
20 hydroxy; alpha-amino C]_ 4 alkanoyl; or 

meta-cyanobenzyl ; 

with the proviso that when R 1 is C^ 2 alkyl, then R 2 is 

not Ci_? alkyl; 
25 or pharmaceutically acceptable salt or ester thereof. 

In a fourth embodiment, compounds are further 
limited to formula V: 



30 
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wherein 

X is 0; 

6, when present, is C^alkyl; halo; amino; 

nitro; cyano; car boxy; carboxyamino 
5 Cj^alkyl; or sulfonamide; 

n is 0-4; 

R 1 is C 3 _4alkyl; C 3 _4alkenyl; C 2 _ 5 alkynyl; 

C3..4 cycloalkyl; Cj_ 3 alkyl substituted 
with C 3 _4 cycloalkyl, C]_4 alkoxy, or 
10 C 2 _4 alkynyl-C 1 _4 alkoxy; 



15 




or 



0 ■ 



r! and R 3 may be joined by a carba 
bridge to form a ring of 5 to 6 members; 



R 2 is C^alkyl, C 2 _ 3 alkenyl» C 2 _ 3 alkynyl f 
20 C3_4Cycloalkyl , or aryl; 

R 3 is H; C]_4alkyl unsubstituted or 

substituted with C 3- s cycloalkyl, C 2 _4 
alkenyl , or C 2 _4 alkynyl ; 
25 C3_4cycloalkyl ; * 

R 4 is H; C]_ 8 alkyl unsubstituted or 

substituted with one or more of A; C 2 _ 8 
alkenyl unsubstituted or substituted 
30 with one or more of A; C 2 _3 alkynyl 

unsubstituted or substituted with one or 
more of A; C]_ 3 alkanoyl; benzoyl 
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unsubstituted or substituted with one to 
three of halo, methoxy, carboxy, or Cj_4 
alkyl optionally substituted with 
carboxy, amino, C]_4 alkylamino or 
5 di-C]_4 alkylamino; carbamoyl; 

methylcar bamoyl ; dimethylcarbamoyl ; 
formyl; hydroxy; alpha-amino Ci_4 
alkanoyl; or meta-cyanobenzyl ; 

10 with the proviso that R 1 and R 2 are not both 
straight-chain alkyl groups; 

or pharmaceutically acceptable salts or esters thereof. 

In another embodiment of Formula I, X is S, 6 
15 is 6-chloro, R 1 is phenyl, R 2 is ethyl. R 3 is methyl, 
and R 4 is H. 

In another embodiment of Formula I, X is S or 
0, G is 6-chloro, R 1 is phenyl, R 2 is ethynyl, R 3 is 
methyl, and R 4 is methyl, including each isomeric form. 
20 in another embodiment of Formula I, X is S or 

0, G is 6-chloro, R 1 is phenyl, R 2 is ethynyl, R 3 is 
cyclopropyl, and R* is H. 

In another embodiment of Formula I, X is S or 
0, G is 6-chloro, R 1 is phenyl, R 2 is cyclopropyl, R 3 
25 i S ethynyl, and R 4 is H. 

In another embodiment of Formula I, X is 0, G 
is 6-chloro, R 1 is propyl, R 2 is cyclopropyl. R 3 is 
cyclopropylmethyl , and R 4 is H. 

In another embodiment of Formula I, X is 0, G 
30 is 6-chloro, R 1 is phenyl, R 2 is ethynyl. R 3 is ethyl, 
and R 4 is H. 
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In another embodiment of Formula I, X is 0, G 
is 6-ebloro, R 1 is phenyl, R z is ethynyl, R 3 is 
isopropyl, and R 4 is H. 

In another embodiment of Formula I, X is 0, G 
5 is 6-chloro, R 1 is propyl, R 2 is cyclopropyl, R 3 . is 
methyl and R 4 is H. 

Compounds of this invention and their 
pharmaceutical^ acceptable salts include, but are not 
limited to, the list in the following Tables. 

10 
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Most preferred compounds include the 



following : 



A. 



10 




6-Chloro-3 , 4-dihydro-3-methyl-4--phenyl-4-ethynyl- 
15 2(lH)-quinazolinone; of which the (+) enantiomer 

is most active; 



*° B. 



ph i 



25 




30 
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6-Chloro-3 , 4-dihydro-3-ethyl-4-phenyl-4-ethynyl 
2(lH)-quinazolinone ; 



5 




Ph ^ 



C. 



Cl 



O 



10 

6-Chloro-3 , 4-dihydro-3-cyclopropyl-4-phenyl-4-etnynyl- 
2(lH)-quina20linone; and 



20 




6-Chloro-3 ♦ 4-dihydro-3-cyclopropylmethyl-4-cyclo- 
propyl-4-propyl-2 ( lH)-quinazolinone . 



25 




30 
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6-Chloro-3 , 4-dihydro-3Mnethyl-4-cyclopropyl-4-propyl- 
2 (lH)-quinazolinone . 

CH 3 

5 F. J 

CI 

10 

H 

6-Chloro-3 , 4-dihydro-3-ethyl-4-cyclopropyl-4-(2- 
ethoxymethyl)-2(lH)-quinazolinone, (Example 51). 

15 

G. 



20 




6-Chloro-3 , 4-dihydro-3-methyl-4-cyclopropyl- ? 4- 
ethynl-2(lB)-quina2olinone, (Example 48). 




30 
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H 




10 



6-Chloro-3 , 4-dihydto-3-methyl-4-phenyl-4-ethynyl- 
2(lH)-cyanoiminoquinazolinone, (Example 84). 



15 



I. 



20 



H 



25 



6-Chloro-3 , 4-dihydro-3-(2-propynyl)~4-cyclopropyl- 
4-(2-propynyloxymethyl )-2(lH)-quinazolinone , • 
(Example 54), 



30 



J. 



H 
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6-f luoro-3 , 4-dihydro-3-methyl-4-phenyl-4-ethynyl- 
2(lH)-quina80linone, (Example 96). 



5 K. 



CI 

10 

H 

6-Chloro-3,4-dihydro-3-methyl-4-cyclopropyl-4-cyclo- 
pr opylmethyl-2(lH)-guina20linone (Example 15), 

IS 

L. 



20 




6-chloro-3 , 4-dihydro-4-cyclopropyl-4-ethynyl-2- 
(lH)-quinazolinone (Example 49), or 




30 
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M 

5 




6-chloro-3 , 4-dihydro-4M:yclopropyl-4-(N-butyl)~ 
2(lH)~guinazolinone (Example 39). 

15 The compounds of the present invention may 

have asymmetric centers and occur as racemates, racemic 
mixtures and as individual diastereomers f or 
enantiomers, with all isomeric forms being included in 
the present invention. 

20 When any variable (e.g., G f R 1 , R 2 , R 3 t etc.) 

occurs more than one time in any constituent or in 
formula X, its definition on each occurrence is 
independent of its definition at every other' 
occurrence. Also, combinations of substituents and/or 

25 variables are permissible only if such combinations 
result in stable compounds. 

As used herein except where noted, "alkyl" is 
intended to include both branched- and straight-chain 
saturated aliphatic hydrocarbon groups having the 

30 specified number of carbon atoms; "alkenyl" is intended 
to cover both branched* and straight chain alkyl groups 
with at least one carbon-carbon double bond; "alkynyl" 
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is intended to covet both branched- and straight chain 
alkyl groups with at least one carbon-carbon triple 
bond. "Halogen" or "halo" as used herein, means 
fluoro, chloro, bromo and iodo. 
5 As used herein, with exceptions as noted, 

"aryl" is intended to mean phenyl, naphthyl, 
tetrahydronaphthyl, biphenyl, phenanthryl, anthryl or 

acenaphthyl . 

The term heterocycle or heterocyclic, as used 

10 herein except where noted, represents a stable 5- to 
7-membered monocyclic or stable 8- to ll-membered 
bicyclic ring which is either saturated or unsaturated, 
and which consists of carbon atoms and from one to four 
heteroatoms selected from the group consisting of H, 0 

15 and S, and wherein the nitrogen and sulfur heteroatoms 
may optionally be oxidized, and including any bicyclic 
group in which any of the above-defined heterocyclic 
rings is fused to a benzene ring. The heterocyclic 
ring may be attached at any heteroatom or carbon atom 

20 which results in the creation of a stable structure. 
Examples of such heterocyclic elements include 
piperidinyl, piperazinyl, 2-oxopiperazinyl, 2-oxo- 
piperidinyl, 2-oxopyrrolidinyl, 2-oxoazepinyl , 
azepinyl, pyrrolyl, 4-piperidonyl, pyrrolidinyl, 

25 pyrazolyl, pyrazolidinyl, imidazolyl, imidazolinyl, 
imidazolidinyl, pyridyl, pyrazinyl, pyrimidinyl, 
pyridazinyl, oxazolyl, oxazolidinyl, isoxazolyl, 
isoxazolidinyl, morpholinyl, thiazolyl, thiazolidinyl, 
isothiazolyl, quinuclidinyl, isothiazolidinyl, indolyl, 

30 quinolinyl, isoquinolinyl, benz imidazolyl, thiadiazoyl, 
benzopyranyl, benzothiazolyl. benzoxazolyl , furyl, 
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tetrahydrofuryl , benzof uranyl , tetrahydropyranyl, 
thienyl, benzothienyl, thiamorpholinyl, thiamorpholinyl 
sulfoxide, thiamorpholinyl sulfone, and oxadiazolyl. 
The compounds of the present invention can be 
5 synthesized by the following schemes. 



10 



15 



25 



30 
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SCHEME I 



CCOn 




1 . R 3 NCX/EtOH 

2. H 3 0 + /DME/A 
(X=0, S) 
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According to Sternbach, L. et al. J. Org. 
Chem. 31, 1007 (1966), the hydroxy intermediate 2. is 
prepared by heating 1 in the presence of absolute 
ethanol with an excess of e.g. alfcylisothiocyanate, 

5 followed by hydrolysis with aqueous acid to give 2_. 
Subsequent dehydration of 2 by refluxing in xylenes 
affords the tetraene 3_, wherein aromaticity of the 
benzene ring is lost. Nucleophilic addition at the 
4-position to form a second carbon-carbon bond can be 

10 accomplished in a variety of ways. In Scheme I, 

reaction with the appropriate Grignard reagent gives 
4. Alternatively, 1 <**> may be directly converted to 
2 by reaction with excess alkylisothiocyanate, 
acetonitrile, and triethylenedi amine in the presence of 

15 heat . 

Scheme I is subject to a variety of 
modifications or adaptations, including Scheme IA. 



20 



25 



30 
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30 

Schemes I and la are also specifically 
illustrated in Examples 93-100 among others. 



WO 93/04047 



PCT/US92/06S76 



- 51 - 

Scheme II is another method of synthesizing 
the compounds of this invention, although not preferred. 

SCTOB II 

5 




30 
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10 



R 3 CNX/THF/A 



R OH 



X" "NH — R 
6 



15 



20 



H2S0 4 /CH 2 Cl 2 




25 



30 



Reaction of the parent benzophenone 1 with 
the appropriate alkyl metal gives the carbinol 
intermediate i. Subsequent treatment with e.g. 
alkylisothiocyanate, followed by acid gives 

Separate scheme III is preferred in the 
synthesis of 4,4-dialkyl quinazolin-2-ones . 
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SCHEME III 



COn-H 




1. R 1 -MgBr/THF 
2 . H 3 0 + 



10 



15 



20 



25 




1 KNCO/HOAc 



8 




p- MaOBnBr 
_ ^ 

DMF/NaH 



30 



9 
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Scheme III is characterized by the Grignard 
addition to quinazoline 1ft. R 1 and R 2 lack an aromatic 
or heterocyclic ring. Appropriate protecting groups 
can be employed as needed. Preparation of 1A. wherein 
5 is not H, is conveniently achieved by reaction of 13. 

with R 4 -Br. 

Scheme III is subject to a variety of 
modifications or adaptations, including Schemes IIIA 
10 and IIIB. 



15 



20 



25 



30 
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Treatment of either product with TPA removes 
the N-protecting PMB group. Schemes III and variants 
IIIA and IIIB are also illustrated by Examples 14-57. 
Additional methods of synthesizing the 
25 compounds of formulas I or II include R-metal addition 
to tetraene, base catalyzed addition of solvent 
conjugate bases to 3-alkyl-4-aryl-<iuinazoline-2-ones or 
3-alkyl-4-arylg.uinazoline-2-thiones , organosilane 
addition to tetraene, acid catalyzed cyclization, 
30 direct conversion of thiocarbonyl to oxocarbonyl, 
synthesis via a-aminophenyl ketone imidazoleurea 
intermediates, cyanoguanidine synthesis, and others. 

Organosilane addition is illustrated by 
Schemes IV and IVA. 
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15 



10 



15 



20 



25 



30 




Br 



TBAF/THF 



1. PMB-Cl/NaH/DMF 

2. MsI/NaH/DMF 

3. TBAF/THF 
4* TFA 





Organosilane processes are also illustrated 

by Examples 58-71. 

Another variation of the Grignard synthesis 
involves hydrogenation as one of the final steps. See 
Scheme V. 
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SCHEME_V 




30 
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25 



Scheme V is specifically illustrated by 
Examples 72, 74-78. 



30 
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Scheme VI sets forth various ways of 
derivatizing the keto group at the 2-position. 
Reaction with phosphoryl chloride and the appropriate 
amine yields desired compounds II, 18 and I£. Scheme 

5 VI is applicable to a wide variation in substituents 
R 1 , R 2 f R 3 and R 4 , and is specifically illustrated by 
Examples 79-81, 86 and 89. 

The compounds of the present inventions are useful 
in the inhibition of HXV reverse transcriptase, 

10 (including resistant varieties thereof) the prevention 
of treatment of infection by human immunodeficiency 
virus (HIV) and the treatment of consequent 
pathological conditions such as AIDS. Treating AIDS or 
preventing or treating infection by HIV is defined as 

15 including, but not limited to, treating a wide range of 
states of HIV infection: AIDS, ARC (AIDS related 
complex), both symptomatic and asymptomatic, and actual 
or potential exposure to HIV, For example, the 
compounds of this invention are useful in treating 

20 infection by HIV after suspected past exposure to HIV 
by e.g*, blood transfusion, exchange of body fluids, 
bites, accidental needle stick, or exposure to patient 
blood during surgery - 

For these purposes, the compounds of the 

25 present invention may be administered orally, 
parenterally (including subcutaneous injections, 
intravenous, intramuscular, intrasternal injection or 
infusion techniques), by inhalation spray, or rectally, 
in dosage unit formulations containing conventional 

30 non-toxic pharmaceutically-acceptable carriers, 
adjuvants and vehicles. 
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Thus, in accordance with the present 
invention there is further provided a method of 
treating and a pharmaceutical composition for treating 
HIV infection and AIDS. The treatment involves 

5 administering to a patient in need of such treatment a 
pharmaceutical composition comprising a pharmaceutical 
carrier and a therapeutically-eff ective amount of a 
compound of the present invention. 

These pharmaceutical compositions may be in 

10 the form of orally-administrable suspensions or 

tablets; nasal sprays; sterile injectable preparations, 
for example, as sterile injectable aqueous or 
oleagenous suspensions or suppositories. 

When administered orally as a suspension, 

15 these compositions are prepared according to techniques 
well-known in the art of pharmaceutical formulation and 
may contain microcrystalline cellulose 
for imparting bulk, alginic acid or sodium alginate as 
a suspending agent, methylcellulose as a viscosity 

20 enhancer, and sweeteners /flavoring agents known in the 
art. As immediate release tablets, these compositions 
may contain microcrystalline cellulose, dicalcium 
phosphate, starch, magnesium stearate and lactose 
and/or other eatcipients, binders, extenders,^ 

25 dis integrants, diluents and lubricants known in the art. 
When administered by nasal aerosol or 
inhalation, these compositions are prepared according 
to techniques well-known in the art of pharmaceutical 
formulation and may be prepared as solutions in saline,. 

30 employing benzyl alcohol or other suitable 
preservatives, absorption promoters to enhance 
bioavailability, f luorocarbons , and/or other 
solubilizing or dispersing agents known in the art. 
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The injectable solutions or suspensions may- 
be formulated according to known art, using suitable 
non-toxic, parenterally-acceptable diluents or 
solvents , such as mannitol, 1,3-butanediol, water, 

5 Ringer 1 s solution or isotonic sodium chloride solution, 
or suitable dispersing or wetting and suspending 
agents, such as sterile, bland, fixed oils, including 
synthetic mono- or diglycerides , and fatty acids, 
including oleic acid. 

10 when rectally administered in the form of 

suppositories, these compositions may be prepared by 
mixing the drug with a suitable non-irritating 
excipient, such as cocoa butter, synthetic glyceride 
esters or polyethylene glycols, which are solid at 

15 ordinary temperatures ♦ but liquidity and/or dissolve in 
the rectal cavity to release the drug* 

The compounds of this invention can be 
administered orally to humans in a dosage range of 1 to 
100 mg/kg body weight in divided doses. One preferred 

20 dosage range is 1 to 10 mg/kg body weight orally in 

divided doses: Another preferred dosage range is 1 to 
20 mg/kg body weight orally in divided doses. It will 
be understood, however, that the specific dose level 
and frequency of dosage for any particular patient may 

25 be varied and will depend upon a variety of' factors 
including the activity of the specific compound 
employed, the metabolic stability and length of action 
of that compound, the age, body weight, general health, 
sex, diet, mode and time of administration, rate of 

30 excretion, drug combination, the severity of the 

particular condition, and the host undergoing therapy. 
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The present invention is also directed to 
combinations of the HIV reverse transcriptase inhibitor 
compounds with one or more agents useful in the 
treatment of AIDS. For example, the compounds of this 
5 invention may be effectively administered, whether at 
periods of pre-exposure and/or post-exposure, in 
combination with effective amounts of the AIDS 
antivirals, immunomodulators , anti infectives , or 
vaccines, such as those in the following table. 



15 



20 



25 



30 
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AL-721 



Recombinant Hunan 
10 Interferon Beta 

Acemannan 

15 

Cytovene 

Ganciclovir 

20 d4T 

Didehydrodeoxy- 
thymidine 

ddl 

25 Dideoxyinosine 
EL10 
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TABLE 

AHTIV1RALS 
Mfflmfnctwer 

Ethigen 

(Los Angeles, CA) 

Triton Biosciences 
(Almeda, CA) 

Carrington Labs 
(Irving, IX) 



Syntex 

(Palo Alto, CA) 

Bristol-*!yers 
(New York, NY) 



Bristol-Myers 
(New York, NY) 

Elan Corp, PLC 
(Gainesville, GA) 



Indication 
ARC, PGL 

HIV positive, AIDS 

AIDS, Kaposi's 
sarcoma, ARC 

ARC 

(See also 
invmmontodttlators ) 

sight 

threatening CMV 
peripheral CMV 
retinitis 
AIDS, ARC 



AIDS, ARC 

HIV infection 
(See also 
insnunomodulators ) 



30 
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Dt^i p Name 
Trisodium 
Phosphonoforroate 

5 

Dideoxycytidine; 
ddC 

Novapren 

X0 



Peptide T 
15 Octapeptide 
Sequence 

Zidovudine; AZT 

20 
25 



30 Ansamycin 1M 427 
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Manufacturer 

Astra Phann. 
Products, Inc. 
(Wes thorough, MA) 

Hoffman-La Roche 
(Nut ley, NJ) 



Indication 

CMV retinitis, HIV 

infection, other CMV 

infections 

AIDS, ARC 



Novaferon Labs, Inc. HIV inhibitor 
(Akron, OH) 
Diapren, Inc. 
(Roseville, MN, marketer) 

Peninsula Labs AIDS 
(Belmont, CA) 



Burroughs Wellcome 
(Rsch. Triangle Park, 
NC) 



AIDS, adv, ARC 
pediatric AIDS, 
Kaposi's sarcoma, 
asymptomatic HIV 
infection, less 
severe HIV 
disease, 

r 

neurological 
involvement, in 
combination with 
other therapies* 



Adria Laboratories ARC 
(Dublin, OH) 
Erbamont 
(Stamford, CT) 
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Drug Name 



Dextran Sulfate 



Virazole 
Ribavirin 



Ueno Fine Chen. 
Ind. Ltd. 
(Osaka, Japan) 

Viratek/ICN 
(Costa Mesa, CA) 



10 Alpha Interferon Burroughs Wellcome 

(Rsch. Triangle 
Park, NC) 



ladicatiaa 

AIDS, ARC, HIV 
positive asymptomatic 



asymptomatic HIV 
positive, LAS, ARC 

Kaposi's sarcoma, HIV 
in combination 
w/Retrovir 



15 



Acyclovir 



Burroughs Wellcome 



AIDS, ARC, 
asymptomatic HIV 
positive, in 
combination with 
AZT. 



20 



25 



Antibody which 
neutralises pH 



Advanced Biotherapy 
Concepts 



labile alpha aber- (Rockville, MD) 
rant Interferon 
in an immuno - 
adsorption column 



AIDS, ARC 



30 



L-697,661 



Merck & Co* 
(Rahway, NJ) 



AIDS, ARC, HIV 
positive 
asymptomatic; 
also in combin- 
ation with AZT* 



1^696,229 
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grj&g Name 
AS-101 

5 

Bropiriraine 



Acemannan 



CL246,738 

15 



EL10 

20 



Granulocyte 
Macrophage Colony 
Stimulating 
Factor 



- 74 - 
jfrTwfflcturer 

Wyeth-Ayerst Labs* 
(Philadelphia, PA) 

Upjohn 

(Kalamazoo, MI) 



American Cyanamid 
(Pearl River, NI) 
Lederle Labs 
(Wayne, NJ) 

Elan Corp, PLC 
(Gainesville, GA) 



Genetics Institute 
(Cambridge, MA) 
Sandoz 

(East Hanover, NJ) 



Indication 
AIDS 

advanced AIDS 



AIDS, Kaposi's 
sarcoma 



HIV infection 
(See also anti- 
virals) 

ARC, in combination 

w/TNF (tumor necrosis 
r 

factor) 
AIDS 



Carring ton Labs, Inc. AIDS, ARC 
(Irving, TX) (See also anti- 

virals) 



Gamma Interferon Genentech 

(S. San Francisco, 
25 CA) 
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Drug Name Manufacturer 

Granulocyte Hoeschst-Roussel 

Macrophage Colony (Somerville* NJ) 

Stimulating Immunex 



Factor 



(Seattle * MA) 



Indication 
AIDS 



10 



Granulocyte Schering-Plough 
Macrophage Colony (Madison* NJ) 
Stimulating Factor 



AIDS 

AIDS* in combination 
w/AZT 



HIV Core Particle Rorer seropositive HIV 

Lmmmoetiaulant (Ft. Washington* PA) 



15 



IL-2 

Interleukin-2 



Cetus 

(Emeryville* CA) 



AIDS* in combination 
w/AZT 



IL-2 

Interleukin-2 



20 



Hoffman -La Roche 
(Nutley* NJ) 



AIDS, ARC* HIV, in 

combination 

w/AZT 



Immune Globulin 

Intravenous 

(human) 



25 



IMREG-1 



Cutter Biological 
(Berkeley, CA) 



Imreg 

(New Orleans* LA) 



pediatric AIDS* in 

combination 

w/AZT 

AIDS* Kaposi's 
sarcoma, ARC* PGL 



IMREG-2 

30 



Imreg AIDS* Kaposi's 

(New Orleans* LA) sarcoma* ARC, PGL 
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pm F Name Manufacturer Xaaicatifla 

Imuthiol Diethyl Merieux Institute AIDS, ARC 
Dithio Carbamate (Miami, FL) 



5 Alpha-2 
Interferon 



Schering Plough 
(Madison, NJ) 



Kaposi's sarcoma 
w/AZT: AIDS 



Methionine- 
Enkephalin 

10 

MTP-PE 

Muramyl- 

Tripeptide 

15 Granulocyte 
Colony 
Stimulating 
Factor 



TNI Pharmaceutical AIDS, ARC 
(Chicago, II) 



Ciba-Geigy Corp. 
(Summit, NJ) 



Kaposi's sarcoma 



AIDS, in combination 
(Thousand Oaks, CA) w/AZT 



^ rCD4 Genentech 

Recombinant (S. San Francisco, 

Soluble Human CD4 CA) 



AIDS, ARC 



rCD4-IgG 
25 hybrids 



AIDS, ARC 



Recombinant Biogen 

Soluble Human CD4 (Cambridge, MA) 



AIDS, ARC 



30 Interferon 
Alfa 2a 



Hoffman-La Roche 
(Nut ley, NJ) 



Kaposi's sarcoma 
AIDS, ARC, in 
combination 
w/AZT 
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Wmufactwer Indication 
Smith, Kline & French HIV infection 
Laboratories 
(Philadelphia, PA) 



Drug Name 
SK&F106528 
Soluble T4 

5 

Thymopentin 

10 Tumor Necrosis 
Factor; TNF 



Fluconazole 



Pastille 

Nystatin Pastille 

Ornidyl 
Eflornithine 

Pentamidine 
Isethionate (IH 
& IV) 



Immunob iology 
Research Institute 
(Annan dale, NJ) 

Genentech 

(S. San Francisco, 

GA) 



Pfizer 

(New York, NY) 

Squibb Corp* 
(Princeton, NJ) 

Merrell Dow 
(Cincinnati, OH) 

LyphoMed 
(Rosemont, IL) 



HIV infection 



ARC, in combina- 
tion w/gamma 
Interferon 



Indication 

PCP 

cryptococcal 
meningitis , 
candidiasis 

prevention of 
oral candidiasis 

PCP 

PCP treatment 



Bag Hams 

Clindamycin with 
Primaquine 



ANTI-INFECTIYES 

HfflttfaCfclgffiC 
Upjohn 

(Kalamazoo, MI) 
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Dru p Name 
Piritrexim 



Pentamidine 
isethionate for 
inhalation 

10 Spiramycin 



Intraconazole- 
15 R51211 

Trimetrexate 

20 

pre p Name 
Recombinant Human 
Erythropoietin 

25 

Megestrol Acetate 

30 

Total Enteral 
Nutrition 
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Burroughs Wellcome 
(Each. Triangle 
Park, NC) 

Fison6 Corporation 
(Bedford, MA) 

Rhoue-Poulenc 
Pharmaceuticals 
(Princeton, NJ) 

Janssen Pharm* 
(Piscataway, NJ) 

Warner-Lambert 

OTHER 

flp^rfaeturer 
Ortho Phann. Corp. 
(Raritan, NJ) 



Bristol-Myers 
(New York, NT) 

Norwich Eaton 
Pharmaceuticals 
(Norwich, NY) 



Indication 
POP treatment 



PCP prophylaxis 



cryptosporidial 
diarrhea 

histoplasmosis ; 

cryptococcal 

meningitis 

PCP 



IndtcaEira 

severe anemia 
assoc* with AZT 

r 

therapy 

treatment of 
anorexia assoc. 
w/AIDS 

diarrhea and 
malabsorption 
related to AIDS 
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It will be understood that the scope of 
combinations of the compounds of this invention with 
AIDS antivirals, immunomodulators , anti-inf ectives or 
vaccines is not limited to the list in the above Table* 
5 but includes in principle any combination with any 
pharmaceutical composition useful for the treatment of 
AIDS. 

EXAMPLE 1 

10 R-MPtal Addition to Tetraene 

A. 6-Chloro-3 , 4-dihydro-3 1 4-dimethyl-4-phenyl-2 (1H)- 

OTinaaolinthiPiig 

A 200 mL 3-neck round bottomed flask fitted 
with a stirring bar and argon inlet was charged with 

15 6-chloro-3^ethyl-4-phenyl-2(3H>-quinazolinthione (1. 00 
g» 3,49 mmol, see Sternbach et al.» J. Org. Chem. 21, 
1007 (1966)) and 70 mL of dry ether* Methylmagnesium 
bromide (2.91 M in ether, 3.6 mL) was added to this 
solution over 1-2 min. at 25 °C. After 1 h the mixture 

20 was poured into 400 mL of ice-cold saturated aqueous 
NH4CI solution and extracted with CH 2 Cl2. The combined 
organic layers were washed with saturated aqueous 
NaHC03 solution, brine, and dried (MgSO^). Removal of 
the drying agent and solvent left a foam which, upon 

25 trituration with ether /hexane, deposited 849'mg of the 
title compound as a crystalline white solid t mp 
167-168*C. An analytical sample was recrystallized 
from EtOAc/hexane: 

^-NMR (CDCI3): 8 1.94 <S, 3H), 3*09 (s, 3H), 6.46 (d, 
30 J=2Hz, 1H), 6.68 (d, J=8.5Hz, 1H), 7.07 (dd, J=2, 
8.5Hz, 1H), 7.30-7.48 (to, 5H), 8,58 (s, 1H). 
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B . 6-Chloro-3 , 4-dibydro-3-methyl-4-pbenyl-4-vinyl- 

ynTn-ouinazolinthio ne 

In the manner outlined in Part A of this 
Example, a THF solution of vinylmagnesium bromide 
5 (threefold excess) was added to a THF solution of 
6-chloro-3-methyl-4-phenyl-2(3H)-quinazolinthione to 

give the title compound, mp 185-185. 5 »C (CH 3 CN). 
iH-NMR (CDC1 3 ): 8 3.16 (s, 3H). 5.02 (d, J=17Hz, IB), 
5.50 (d, J=10.5Hz, 1H), 6.22 (dd, J=10.5, 17Hz, IB), 
10 6.49 (d, J=2Ez 1H), 6.77 (br d, J»8.5Hz, IB), 7.15 (dd, 
j=8.5, 2Hz, 1H), 7.30-7.50 (m, 5H), 8.60-9.00 (br s, 
IE). 

C . 6-Chlor o-3 , 4-d ihyd r o-3-methyl-4-ethyl-4-phenyl- 

15 7<^H^-qTiinpy.<?1inthione 

In the manner outlined in Part A of this 

Example, a solution of ethylmagnesium bromide (3M in 

ether, threefold excess) was added to an ether solution 

of 6-chloro-3-methyl-4-phenyl-2 ( 3H)- 
2° quinazolinthione to give the title compound, mp 

175-176'C. 

3-H-NMR (CDCI3): 5 0.91 (t, J=7Hz, 3H), 2.22 (m, 1H), 
2.50 (m, 1H), 3.03 (s, 3H) , 6.50 (d, J=2Hz 1H), 6.65 
(d, J=8.5Hz, 1H), 7.07 (dd, J=2, 8.5Hz, IB) ,7 . 28-7 . 48 
25 (m, 5H), 8.48 (s, IB). 

D . 6-Bromo-3 , 4-dihydro-4-ethyl-3-methyl-4-phenyl- 

?nH-)-ouinazolinthione, . 

In the manner outlined in Part A of this 
30 Example, and starting with 2-amino-4-bromobenzo- 
phenone , 6-Bromo-3 , 4-dihydro-4-ethyl-3-methyl-4- 
phenyl-2(lH)guinazolinthione was prepared. MP * 
180-183°C. 
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^H-NMR (CDCI3): 6 0.91 (t, J=7Hz, 3H), 2.19-2.29 (m, 
1H), 2.48-2.55 (m, 1H), 3.02 (s, 3H) f 6.58 (d, J=8.5Hz 
1H), *.63 (d, J=2Hz, lH) t 7.21 (dd, J=2, 8.5Hz, 1H), 
7.28-7.41 (m, 5H), 8.41 (br s, 1H). 

5 

E . 6-Chloro-3 , 4-dihydro-4-ethynyl-3-methyl-4-phenyl- 

To a 100 mL round bottomed three-neck flask 
fitted with a stirring bar and an argon inlet was added 

10 6-chloro-3~methyl-4-phenyl-2(3H)- 

quinazolinthione (0.573 g, 2.0 mmol) and dry THF (30 
mL). Sodium acetylide (2.35 g, 8.8 mmol, 18% slurry in 
xylene) was added via syringe at room temperature. The 
reaction was stirred at room temperature for 18 h* The 

15 mixture was poured into ethyl acetate, washed with 

water, brine, dried (Na2S04>, filtered and concentrated 
in vacuo. The crude product was chromatographed on 
silica gel using 20% EtOAc in hexanes as eluant, and 
product cuts were recrystallized from boiling 

20 EtOAc-hexanes to afford the title compound, 160 mg 
white solid after drying at 40°C, 0.05 torr. MP: 
228-229 *C. 

J-H-HMR (CDCI3): S 3.07 (s, 1H), 3.34 (s, 3H), 6.71 (d, 
Jo8.6Hz, IH), 6.98 (d, J*2.2Hz, 1H), 7.16 (dd, J=1.8, 
25 8.6Hz, 1H), 7.41-7.58 (m, 5H), 8.62 (brs, 1H). 

F . 3 , 8-Dimethyl-4-phenyl-4-ethyl-6-chloro-3 , 4- 

d ihyd ro-2 ( 1H> qu inaz ol inone 

In a manner according to Part A of this 
30 Example, the title compound was prepared from 

3 , 8-dimethyl-4-phenyl-6-chloro-2 (3H)quinazol inone and 
ethyl magnesium bromide in 70% yield. MP: 245-247 °C. 
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iH-NMR (CDCI3): 5 0.89 (t, J=6, 3H>, 2.20 (s, 3H>, 
2.16-2.30 (m, 1H), 2.40-2.51 (m, 1H), 2.64 (s, 3H), 
6.41 <d, J=2, 1H), 6.69 (broad s, NH, 1H), 6.91 (d, 
J=2, 1H), 7.25-7.31 (m, 2H) , 7.34-7.44 (m, 3H). 

5 

G . 3 , 8-Dimethyl-4-phenyl-4-ethyl-6-chloro-3 , 

A-dihvdro-7 (lff^g«ina7,olinthiQne 

In a manner according to Part A of this 
Example, the title compound was prepared from 
1° 3,8-dimethyl-4-phenyl-6-chloro-2(3H)qninazolinthione 
and ethyl magnesium bromide in 75% yield. MP: 
182-183 °C (decomp). 

ifl-NMR (CDC1 3 ): 6 0.91 (t, J=6, 3H), 2.18-2.29 <m, 
1H), 2.27 (s, 3H), 2.46-2.56 (m, 1H>, 3.03 (s, 3H), 
15 6 .38 (d, J=2, 1H), 6.97 (d, J=2, 1H), 7.29-7.35 (m, 
2H), 7.35-7.43 (m, 3H>, 7.9-8.1 (very broad s, 1H). 

H . 6-Chloro-3-cyclopropyl-3 , 4-dihydro-4-ethynyl-4- 

phfm yi-2- nmquinazolinone 

20 6_chloro-4-phenyl-3-cyclopropyl-2(H)-quina- 

zolinone (2.1g, 7.1 mmol, see Example 5, Part A, below) 
was dissolved in 30 mL dry tetrahydrofuran in a 
three-necked flask equipped with magnetic stirrer and 
N 2 inlet. The resulting yellow solution was^ treated 

25 with 10 mL of an 18% suspension of sodium acetylide 
(ca. 5 equiv.) in xylene/mineral oil at room 
temperature. The resulting mixture was stirred 1.5 hr 
under N 2 during which the yellow color discharged. The 
mixture was decanted under N 2 into a mixture of 50 mL 

30 of 10% aqueous citric acid and 50 mL ethyl acetate. 
The layers were separated and the aqueous layer 
extracted with two more portions of ethyl acetate. The 
combined ethyl acetate extracts were washed with water 
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and saturated aqueous NaCl and dtied over ^3504. 
Concentrations of the filtered ethyl acetate extract ia 
vacuo gave a gummy solid which was stirred with hexane 
to give 1.71g of crude title compound. Chromatography 
5 of the hexane washes on silica gel gave, on elution 
with ethyl acetate: 

hexane (3:1) fractions containing pure title compound 
which was recrystallized from n-butylchloride to give a 
while solid. 
10 MP: 163-165 °C 

mass spectrum M+H+ 323 (FAB/thioglycerol), 

NMR (CDC1 3 >: 5 0.5 (1H, m), 0.68 (2E, m) , 1.09 spectrum 

M+B+ 323 (FAB/thioglycerol), 

NMR (CDC1 3 ): 6 0.5 (m, 1H), 0.68 (m, 2H), 1.09 (m, 1H). 
15 247 (m, 1H), 2.998 (8, 1H), 6.58 (dd, J=8.73, ilHz, 
IB), 7.078 <d, J*2.26 H2, 1H), 7.123 (dd, J=8.73, 2.26 
Hz, IB), 7.34 (m, 3H), 7.6 (broad, 1H). 

1 . 6-Chloro-3-cyclobutyl-3 , 4-dihydro-4-ethynyl-4- 

20 phenyi-2 ( 1H) rquinasQlinone 

In the manner outlined for the 3-cyclopropyl 
analogue in Part B of this example, 6-chloro-3-cyclo- 
butyl-2(3H)quinazolinone was reacted with excess sodium 
acetylide in THE. Chromatography of the crude product 
25 on silica gel gave, on elution with 10% ethyl 
acetate /n-butyl chloride, the title compound, MP 
193-195'C. 

NMR (5, CDCI3) : 1.49 (m, 1H), 1.61 (m, IB), 1.77 (m, 
1H), 2.11 (m, IB), 2.99 (pentuplet, IB), 3.14 
30 (pentuplet, IB), 3.91 (pentuplet, IB), 6.70 (d, J=8.54 
Ez, 1H), 6.90 (d, J=2.2 Bz, IB), 1.076 (q, J=2.2, 8.54, 
IB), 7.39 (m, 3H), 7.62 (d, J=7.8 Hz, 2H). 
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j . 6-Chloro-3 , 4-dihydro-3-methyl-4-cyclopropyl-4- 

r^ yi-aainmnTiaEoi inthione — ■ — 

In the method of Part A of this example, a 
solution of cyclopropylmagnesium bromide (freshly 

5 prepared, 1M in THF) was added to a THF solution of 
6-chloro-3-methyl-4-pbenyl-2 (3H)quinazolinthione . The 
crude product was flash chromatographed on silica gel 
(15% EtOAc in hexane) and an analytical sample of the 
title compound was obtained by recrystallization from 

10 cyclohexane; MP 204-206°C, dec. 

3-H-NMR (CDC1 3 ) 6 0.115-0.132 (m, 2S), 0.65 (m, 1H), 
0.80 (m, 1H), 1.56 (m, 1H) , 6.27 (d, J»2 Hz. 1H), 6.63 
(m, 1H), 7.12 (dd, J=2, 8.5 Hz. 1H), 7.36-7.54 (m. 5H). 
8.28 (br s. 1H). 

K. 6-Chloro-3 , 4-dihydro-3 , 4-diethyl-4-phenyl-2(lH>- 

T iinazolinthione — — 

Ethylmagnesium bromide (3M in ether, 3.3 mL) 
was added to a solution of 6-chlorO-3-ethyl-4-phenyl- 
2(3H)guinazolinthione (1.0 g, 3.3 mmol) in 20 mL of 
THF. After 3h the reaction was worked up as described 
above. Silica gel chromatography and recryetallization 
from EtOAc-hexane afforded the pure title compound, MP 

212-213 «C , 
25 1 H NMR (CDCI3) 8 0.90 (t, J=7 Hz, 3H), 1.06 (t, J=7 Hz, 
3H), 2.20 (m, 1H), 2.55 (m. 1H), 3.40-3.68 (m, 2H>, 
6.43 (d. J=2 Hz, 1H). 6.66 (d, J=8 Hz, 1H), 7.07 (dd, 
J=2, 8 Hz, 1H), 7.22-7.50 (m, 5H) , 8.56 (br s, 1H>- 
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L . 6-Chloro-3 , 4-dihydro-4-ethynyl-3-isopropyl-4- 

phenvl-2(]J T>^iiTiazolinthioiie 

Step I : 5-chloro-2-(l-imidazolecarbonylamino)- 

heTiznphanone — _ — 

5 5-Chloro-2-aminobenzophenone (23.2 g, 0.10 

mmol) and carbonyldiimidazole (17.6 g, 0.11 mmol) were 
combined in 100 mL CH2CI2 and the mixture refluxed 
under argon for 4 hours. The initial yellow solution 
deposited a thick, white precipitate. The mixture was 

10 cooled and the solid, 5-chloro-2-(l- 

imidazolecarbonylamino)benzophenone, which was 
collected and washed with CH 2 C1 2 by suction, afforded 
23.2 g (71%), MP: 185-187 °C 

NMR (CDCI3 + 1-2 drops DMS0-d$): 5 2.87 (1H, broad s), 
15 6.71 (1H, d, J=2.44 Hz), 7.01 (1H d, J=1.47 Hz), 7.05 
(1H d, J-1.3 Hz), 7.1 (IB dd, J=2.58, 8.49 Hz), 7.19 
(2H, complex), 7.44 (5H, complex). 



Step II ; 6-chloro-4-phenyl-4-hydroxy~3-isopropyl-3 , 4- 

20 rfihvdroquina7.oline-2(lH)one '. 

To a suspension of the imidazolylcarbonyl 
intermediate (5 g, 15.4 mmol) in 125 ml tetrahydro- 
furan was added excess (25 mL) isopropylamine and the 
reaction mixture heated to 40°C and stirred under 
25 argon. The resulting clear solution was evaporated ia 
vacuo , dissolved in ethyl acetate, washed with 10% 
aqueous citric acid, water, brine, dried over MgS(>4, . 
filtered, concentrated, and chromatographed using 
EtOAc-Hexane (1:1) to afford a yellow foam 6-chloro-4- 
30 phenyl-4-hydroxy-3-isopropyl~3 , 4-dihydroguinazoline- 
2(lH)one (4.24 g, 86%). 
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«?tep III : 6-cbloro-3~isopropyl-4-phenyl-2(3H)- 

ga inazol inthi One — — 

The hydroxy intermediate (4.86 g, 15.1 mmol) 
was dissolved in toluene (250 mL), and the mixture was 

5 refluxed for 17 hours under argon to remove the water 
using a Dean Stark trap. The resulting yellow solution 
was concentrated under vacuum to afford crystalline 
tetraene which was triturated with hexane, filtered and 
dried is vacuo (60*C, 0.05 torr) to afford the bright 

10 yellow title compound (3.75 g, 83%), FAB MS: M+H=299 
m/e. 

NMR (DMSO): 5 1.53 (6H, d; J=7 Hz), 4.28 (1H. m), 6.64 
(1H, d; J*2.3 Hz), 7.33 (2H, m). 7.70 (5H; complex). 

I 5 gtep IV : 6-Chloro-3,4-dihydro-4-ethynyl-3-isopropyl- 

^phfrTivl^ nmauinazol inthione . — 

6-chloro-3-isopropyl-4-phenyl-2(3H)-quinazo- 
linthione (1.50 g, 5.02 mmol) suspended in dry THF to 
which (30 mL) sodium acetylide (4.02 g, 15.1 mmol. 18% 

20 slurry in xylene) was added via syringe at -25 # C. 
Upon warming to room temperature over 3 hours, the 
reaction mixture was poured into 10% aqueous citric 
acid and ethyl acetate, washed with water, brine, dried 
(Na2S04) , filtered and concentrated ia vacuo, . 

25 xhe crude product was recrystallized from boiling 
EtOAc-hexanes to afford the title compound, a white 
solid 545 mg after drying at 40*C, 0.05 torr. 
MP: 229-230 , C. 

^H-NMR (CDCI3) : 8 1.14 (d, J=6.8 Hz, 3H), 1.60 (d, 
30 j=6.4 Hz, 3H), 3.01 (s, 1H), 3.56 (q, J=6.6 Hz, 1H), 
6.75 (d, J=8.6 Hz, 1H), 6.85 (d, J-0.01 Hz. 1H), 7.08 
(dd, J=0.7, 2.3 Hz, 1H), 7.35-7.41 (m, 3H), 7.68 (dd, 
0.95, 2.25 Hz, 2H), 9.56 (s, 1H). 
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M . 6-Chloro-3 , 4-dihydro-4-ethyl-3-i sopropyl-4-phenyl- 

2(lH)quinazolinthione — : 

In the exact manner as outlined above for the 
preparation (Steps I, II, III) and reacton (Step IV) of 

5 tetraene 6-chloro-3-isopropyl-4-phenyl-2(3H)- 

quinazolinthione , a solution of ethylmagnesium bromide 
(3M in ether, threefold excess) was added via syringe 
to a THF suspension of the tetraene 6-chloro- 
3-isopropyl-4-phenyl-2(3H)-quinazolinthione at -35 *C 

10 and stirred for 1 hour. The reaction was poured into 
2N HC1 and ethyl acetate, the organic layer was washed ' 
with water, brine, dried (Na 2 S04), filtered and 
concentrated in gaoio.. The crude product was 
chromatographed on silica gel using 5% i-PrOH-GHCl 3 and 

15 recrystallized from boiling EtOAc-hexanes to afford the 
title compound, a white solid 183 mg after drying at 
40°C, 0.05 torr. 
MP: 235-237'C. 

*H-NMR (CDCI3): 8 0.94 (t, J=7.3 Hz, 3H), 1.09 (d, 
20 J=6.7 Hz, 3H), 1.48 (d, J=6.6, 3H), 2.19 (m, 1H), 3.05 
(q, J=6.8, 1H), 6.35 (d, J=2.4 Hz, 1H), 6.62 (d, J=8.2 
Hz, 1H), 7.03 (dd, J-2.3, 8.5 Hz, 1H), 7.28-7.48 (m, 
5H), 8.16 (s, 1H). 

25 EX AM PLE 2 

Base Catalyzed Addition of Solvent Conjugate Bases to 
3~Alkvl-4-arvlauinazoline-2-ones (thiones ) 



30 
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A. 6-chloro-3 , 4-dihydro-4-nitromethyl-4-Phenyl-2(lH)- 

qmnpzQlinone _ . — 

A solution of 6-chloro-4-phenyl-3-methyl- 
2(3H)-quinazolinone (1.0 g, 3.7 mmol) in nitromethane 
5 (5 ml) was treated with a catalytic amount of 

N , N , N ' , N ' -t et ramethylethane-1 , 2-d iamine and refluxed 12 
hours under nitrogen. Cooling the mixture provided 
4-phenyl-4-ni tromethyl-6-chloro-3 , 4-d ihydro- 
2(lH)-quinazolinone as a white solid. MP: 240-dec; 
10 299-300»C. 

iH-NMR (CDCl 3 +DMSO-d 6 ): 6 2.79 (s, 3H), 5.17 (d, J*10, 
1H), 5.33 (d, J=10, 1H), 6.58 (d, J=1.5, 1H) , 6.73 (d, 
J=7, 1H>, 7.11 (dd, J«=1.5. 7, 1H), 7.28 (m, 2H), 7.42 
(m, 3H), 8.6 (br s, 1H). 

15 

B . 6-Chloro-3 , 4-dihydro-4-phenyl-4-methylsulf inyl 
methvl-3- mpth yl^2 ( 1 THquinazol i none 

In a manner according to Part A of this 
Example , 6-chloro-4-phenyl-4-methylsulf inylmethyl- 

20 3,4-dihydromethyl-2(lH)quinazolinone was prepared from 
6-chloro-4-phenyl-3-methyl-2-(3H)-quinazolinone (1.0 g, 
3.7 mmol) by addition to a solution of sodium hydride 
(0.200 g of a 50% suspension in mineral oil) in dry 
dimethylsulf oxide (5.0 mL) at room temperature. The 

25 mixture was quenched on ice and acetic acid, and the 
semi-solid chloro-4-phenyl-4-methylsulf inylmethyl-3 , 
4~dihydromethyl-2(lH)quinazolinone was extracted with 
EtOAc. The crude product was chromatographed on 
alumina and recrystallized from 2-propanol to afford 

30 6-chloro-3 , 4-dihydromethyl-4-phenyl-4-methylsulf inyl- 
methyl-2(lH)-quinazolinone . 
MP: 299-300°C (dec). 
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^■H-NMR (CDCl 3 +DMS0-d 6 ): 6 2.47 (s, 3H), 2.72 (s, 3H), 
3.73 (d, J=12, 1H), 3.90 (d, J*12, 1H), 6.48 (d, J-1.5, 
1H), 6.73 (d, J=7, 1H), 7.06 (dd, J=1.5, 7, 1H), 7.4 
(m, 5H>, 9.31 (bt s, 1H). 

5 

C . 6-Chloro-3 , 4-dihydro-3-methyl-4-nitromethyl-4- 
phenvl-2 ( lH)-auinazol inthione 

A solution of 6-chloro-3-methyl-4r-phenyl- 
2(3H)-quinazolinthione (0.8 g, 2.79 mmol) in nitro- 

10 methane (20 ml) was treated with a catalytic amount of 
N , N , N 1 , N • -t et r amethylethane-1 , 2-diamine and heated at 
reflux for 18 hours under argon. Evaporation of the 
solvent and recrystallization of the solid residue from 
chloroform-hexanes afforded the title compound, a white 

15 solid after drying at 40°C, 0.05 torr. MP: 230-231°C. 
iH-NMR (CDC1 3 ): 6 3.23 (s, 3H) , 5.29 (dd, J=11.5, 
53.5Hz, 2H), 6.62 (d, J=2.2Hz, 1H), 6.75 (d, J=8.5, 
1H), 7.20 (dd, J*2.2, 8.6Hz, 1H) , 7.26-7.52 (m, 5H), 
8.72 (br s, 1H). 

20 

D . 6-Chlor o-3 , 4-d ihydro-4-t-butoxycarbonylmethyl-3- 
methvl-4-phenvl-2(lH)tpiinazolinthione , 

To a 500 mL three-neck round bottomed flask 
fitted with a stirring bar, thermometer and an argon 

25 inlet was added diisopropylamine (1.12 g, 11.03 mmol) 
and 30 ml dry THF. The solution was chilled to -10»C 
before adding n-BuLi (4.41 ml, 11.03 mmol of a 2.5 M 
solution in hexane) via syringe over 5 minutes keeping 
the temperature jl 0°C. The reaction was chilled to 

30 _74«>c i n a dry ice-acetone bath and freshly distilled 
t-butyl acetate (1.28 g, 1.49 ml, 11.03 mmol) waB added 
via syringe keeping the temperature i-70"C then stirred 
at -74*C for 1 hour before adding the tetraene. 
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6-Chloro-3-methyl-4.phenyl-2(3H)-quinazo : 
linthione (3.00 g, 10.5 mmol) dissolved in THF (total 
t~oo L due to lifted solubility) was added over 
30 minutes si* syringe keeping the temperature at 

5 ^C. the ice bath was removed, and the reactxonjas 
W armed to room temperature over 3 hours . Th e rea t n 
mixture was diluted with EtOAc , washed with 10% citrxc 
acid, water, brine, dried (Ha 2 S0 4 ). filtered and 
concentrated ^ ^ to afford 5.04 g of an expan ed 

10 foam . Chromatography of this crude product on silxca 
E el using 20% ethyl acetate as eluant, 
^crystallization from boiling Bt 2 0-hexanes afforded 

2 6 g of the title compound after drying at 40«C, 0.05 
torr. MP: 103-105'C 

15 1H-.MR (C3)Cl3): * 1.38 (br s. 3S >> < 8 ' 

(dd. J=13.8, 57.2Hz, 2H). 6.62 (d. J=2.1Hz. 1H), 6.70 
(d, J=8.6Hz, 1H). 7.11 (dd. J=2.3. 8.6Hz. 1H) . 
7.29-7.44 (m, 5H) , 8.73 (br S. 1H). 

20 E . 6 _chloro-3,4-dihydro-4-aminomethyl-3-methyl-4- 

r >.o^ Y , - 2(1J ^>^"" azoljnthio|ie - ~ 

To a 100 mL round bottomed flask fitted wxth 

a stirring bar and an argon inlet was added 6-chloro- 

3 4_dihydro-3-methyl-4-nitromethyl-4-phenyl-2(lH)- 

25 q ; ina zolinthione (1.50 g. 4.78 mmol) and 25 ml THF 
The reaction mixture was chilled to O'C, 1.0 M LxAIH 4 
in THF (4.78 ml, 4.78 mmol) was added over 5 minutes 

syringe and stirred at 0-C for 1 hour. The 
reaction mixture was quenched into aqueous saturated Ha 

30 K tartrate, extracted with EtOAc, washed with water, 
brine, dried (Na 2 S0 4 ). filtered and concentrated is. 
sasua to affored 1.6 g of an expanded foam. MPlX 
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chromatography of this crude product on silica gel 
using ethyl acetate and eluant, followed by 
recrystallization from boiling EtOAc-hexanes , afforded 
435 mg of the title compound after drying at 60°C, 0.05 
5 torr . 

MP: 184-185 »C. 

^H-NMR (CDCI3) : 8 1.19 (br s, 2H>, 3.13 <s, 3H), 3.59 
(dd, J=13.7, 61.4Hz, 2H), 6.57 (d, J*2.14Hz, IS), 6.74 
(d, J=0.85Hz, 1H), 7.12-7.16 (m, 1H), 7.35-7.46 (m, 
10 5H), 8.72 (br s, 1H). 

F . 6-Chloro-3 , 4-dihydro-4-f ormamidomethyl-3-methyl-4- 

phenyl-2flg ^qninazolinthione _ 

To a 50 mL round bottomed flask fitted with a 

15 stirring bar, reflux condenser and argon inlet was 
added 6-chloro-3 , 4-dihydro-4-aminomethyl-3-methyl-4- 
phenyl-2(lH)quinazolinthione (0.092 g, 0.29 mmol) and 
10 ml ethyl formate. The reaction mixture was heated 
to reflux for 18 hour*. The reaction mixture was 

20 stripped to dryness, the residue chromatographed on 
silica gel using 30% hexanes in ethyl acetate as 
eluant, and the pure fractions were recrystallized from 
boiling EtOAc-hexanes to afford 45 mg of the title 
compound after drying at 60°C, 0.05 torr. MP: 

25 183-185 °C. 

J-H-MMR (CDCI3): 5 3.16 <d, J«7.3 Hz, 3H), 3.94 (dd, 
9.1, 15.5Hz, 0.5H), 4.08-4.24 (m, 1H>» 4-55 (dd, 7.3,. 
13.9Hz, 0.5H), 6.51 (dd, J=2.2, 38.1Hz, 1H), 6.90 (d, 
J*8.5Hz, 1H), 7.13-7.21 (m, 1H), 7.39- 

30 7.52 (m, 5H), 8.21 (s, 0.5H), 8.94 (br s, 0.5H), 9.32 
(br s, 0.5H). 
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G. 



6-Chloro-3 , 4-dihydro-4-methanesulf onamidomethyl-3- 

Tn ^ Y i^- r h m v1-?nH>qvina7o1ipth^ne 

To a 25 mL round bottomed flask with a 
stirring bar and argon inlet was added 6-chloro-3 , 4- 
5 dihydro-4-aminometbyl-3-inethyl-4-pbenyl-2(lH)qninazo- 

lintbione (0.070 g, 0.22 mmol), 5 ml methylene 
chloride, methanesulfonic anhydride (0.042 mg. 0.242 
mmol) and finally diisopropylethylamine (31 mg, 0.242 
mmol) . The reaction mixture was stirred at room 

10 temperature for 18 hours . The reaction mixture was 
stripped to dryness, the residue chromatographed on 
silica gel using 50* ethyl acetate in hexanes as 
eluant, and the pure fractions were evaporated to a 
glass, dried at 60'C, 0.05 torr to afford 32 mg of the 

15 title compound. MP: glass. 

iH-NMR (CDC1 3 ): 8 2.89 (s, 3H), 3.14 (s, 3H). 4.04 
(dd. J=2.0, 7.8Hz, 1H), 4.15 (dd. J=5.5, 10.4Hz, 1H), 
6.57 (d, J-2.2, 1H). 6.84 (br d, 2H>, 7.34-7.48 (m, 
5H), 9.62 (br s, 1H). 



20 



H. 6-Chloro-3,4-dihydro^4-(N,N-dimethyl)aminomethyl-' 

,4-ub pp yi r MttoiH ™ sol intnioae .. 

To a 100 mL round bottomed flask with a 
stirring bar and an argon inlet was added 6-chloro- 
25 3 , 4_dihydro-4-aminomethyl-3-methyl-4-phenyl-2 ( 1H)- 
quinazolinthione (0.318 g. 1.0 mmol) and 25 ml 
methanol. Small pieces of aluminum foil (0.539 g, 20 
mmol) and mercuric chloride (27.2 mg, 0.1 mmol) were 
added to the solution followed by aqeuous formalin 
30 solution (0.150 g, 0.139 ml, 5 mmol). The reaction 
mixture was stirred at room temperature for 18 hours 
and was quenched into aqueous saturated Na K 
tartrate, extracted with EtOAc, washed with water, 
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brine , dried (Na 2 S04), filtered and concentrated 
in sacaft to give 120 mg of an oil. Chromatography of 
the exude product on silica gel using 15% ethyl acetate 
in hexanes as eluant, recrystallization from boiling 
5 CHCl 3 -hexanes afforded 70 mg of the title compound 
after drying at 60 °C, 0.05 torr. 
MP: 222-223 °C. 

^H-NMR (CDC1 3 ): 8 2.17 (s, 6H), 3.08 (s, 3H), 3.23 
<dd, J*13.9, 66.2Hz, 2H), 6.47 (d, J=2.14Hz, 1H), 6*66 
10 (d, J=8.14Hz, 1H), 7.09 <dd, 2.2, 8.5, 1H), 7.29-7.44 
(m, 5H), 8.47 (br s t 1H). 

1 . 6-Chloro-3 , 4-dihydro-4-(2-hydroxyethyl)-3-methyl- 
4-phenvl-2 ( 1H ) qn inazol inthi one 

15 To a 100 mL round bottomed flask with a 

stirring bar and an argon inlet was added 6-chloro- 
3 , 4-d ihydro-4-t-butyo^carbonylmethyl-3-methyl-4- 
phenyl-2(lH)$uinazolinthione (0.403 g, 1.0 mmol) and 15 
ml dry THF. The reaction mixture was chilled to 0°C 

20 and LiAlH 4 (1 ml. 1 mmol; 1.0 M LAH in THF) was added. 
The reaction mixture was stirred at room temperature 
for 18 hours and was quenched into aqueous saturated Na 
K tartrate, extracted with EtOAc , washed with water, 
brine, dried <Na2S04>, filtered and concentrated IB 

25 vac^ o to give 500 mg of an oil. Chromatography of the 
crude products on silica gel using 40% ethyl acetate in 
hexanes as eluant, recrystallization from boiling 
EtOAc-hexanes afforded the title compound, 275 mg after 
drying at 60°C, 0.05 torr. 

30 MP: 195-196°C. 
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iH-NMR (CDCI3): 5 1.60 (br s, 1H), 2.47-2.57 (m, 1H), 
2.81-2.85 (m, 1H), 3.09 <s, 3H), 3.68-3.81 (m, 2H), 
6.50 (d, J=2.2H2, 1H), 6.70 (d, J=8.5Hz, 1H), 7.11 (dd, 
j=2.2, 8.5Hz, 1H), 7.35-7.44 (m, 5H), 8.63 (br s • 1H). 

5 

j . 6-Chloro-3 , 4-dihydro-4-carboxymethyl-3-methyl-4- 

rKp pvi^fm qiiinazolinthiQne 

To a 50 mL round bottomed flask, with a 
stirring bar and an argon inlet was added 6-chloro- 

10 3 , 4-d ihydro-4-t-butyoxycarbonylmethyl-3-methyl-4- 
phenyl-2(lH)qninazolinthione (0.200 g. 0.50 mmol) and 
10 ml methylene chloride. Trifluoroacetic acid (10 ml) 
was added and the reaction mixture was stirred at room 
temperature for 1 hour then stripped to dryness to give 

15 an orange oil. Chromatography of the crude product on 
silica gel using .1/2% acetic acid-ethyl acetate as 
eluant, recrystallization from boiling EtOAc-hexanes 
afforded the title compound, 97 mg, after drying at 
60'C, 0.05 torr. 

20 MP: 262-263 »C. 

%-NMR (CDC1 3 ): 8 3.09 (s, 3H), 3.38 (dd, J=10.6, 
25.6Hz, 2H), 6.61 (s, 1H>, 6.94-7.03 (m, 2H), 7.33-7.45 
(m, 5H), 10.6 (br S, 1H) . 

25 



pr gannRiiane Addition to Tettaene 

A. 6-Chloro-3 , 4-dihydro-4-allyl-3-methyl-4-phenyl- 

7(^^gninazolinthione — 

30 ' To a 50 mL round bottomed flask with a 

stirring bar and an argon inlet was added 6-chloro- 
3-methyl-4-phenyl-2(3H)quinazolinthione (0.500 g, 1.74 
mmol) and dry THF (10 mL) . To this stirred solution 
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allyl trimethylsilane (3.99 g, 5.54 ml, 34.9 mmol) was 
added at room temperature. The reaction mixture was 
chilled to 0"C, boron trifluoride etherate (0.741 g, 
5.22 mmol) was added via syringe, bath removed and 

5 stirred at room temperature for 60 hours. The mixture 
was poured into ethyl acetate and saturated aqueous 
sodium bicarbonate. The EtOAc extract was washed with 
brine, dried (Na 2 S04), filtered and concentrated in 
vacuo . The crude product was chromatographed on E. 

10 Merck 60 silica gel using 20% EtOAc in hexanes as 
eluant. The pure fractions were combined and 
recrystallized from boiling EtOAc-hexanes to afford the 
title compound, 155 mg of a white solid after drying at 
40°C, 0.05 torr. MP: 143-144'C. 

15 ifi-NMR (CDC1 3 >: 8 2.95 (dd, J=7.9, 13.9Hz, 1H). 3.08 
(s, 3H>, 3.23 (dd, J«7.9, 13.9Hz, 1H), 5.11-5.18 (m, 
2H), 5.62-5.78 (m, 1H), 6.53 (d, J=2.06Hz, 1H), 6.66 
(d, J=8.49Hz, 1H), 7.09 (dd, J=2.5, 11.0Hz, 1H), 
7.36-7.44 (m, 5H), 8.45 (br s, 1H). 

20 

B . 6-Chloro-3 , 4-dihydro-4-cyano-3-methyl~4-phenyl- 

2(lB>-tminazolinthione . 

To a 50 mL round bottomed flask with a 
stirring bar and an argon inlet was added 6-chloro-3- 

25 methyl-4-phenyl-2(3H)quinazolinthione (0.666'g, 2.0 
mmol) and dry methylene chloride (15 mL) . Trimethyl- 
silyl cyanide (0.750 g, 7.5 mmol) was added at room 
temperature, the reaction mixture was chilled to 0 C C, 
boron trifluoride (492 ul, 4.0 mmol) was added with a 

30 syringe, the bath was removed and the mixture was 

stirred at room temperature for 18 hours. The mixture 
was poured into ethyl acetate and saturated aqueous 
sodium bicarbonate. The EtOAc extract was washed with 
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10 



water, brine, dried (Na 2 S0 4 ). filtered and concentrated 
in vacuo. The crude product waB chromatographed on. 
silica gel using 10% EtOAc in hexanes as eluant. The 
product was recrystallized from boiling EtOAc-hexanes 
to afford the title compound, 275 mg of a white solid 
after drying at 60'C, 0.05 torr. MP: 220-22l>C. 
iH-NMR (CDC1 3 ): 5 3.37 (S. 3H>, 6.90 <d, J=8.7Hz. 1H) , 
6.93 (d, J=2.2Hz, 1H), 7.26 (dd, J=2.2, 8.7Hz, 1H), 
7.47-7.56 (m, 5H), 9.456 (br s, IB). 

C . 6-Chloro-3 , 4-dihydro-4-carboxamido-3-methyl-4- 
r i,o r Y i-9nH^miina7.olinthione . 



To a 50 mL round bottomed flask with a 
stirring bar, cold concentrated H 2 S0 4 containing 20% 
15 H 2 0 (5.33 mL, 100 mmol H 2 S0 4 + 1.07 ml H 2 0) was added 
to 6-chloro-3 ,4-dihydro-4-cyano-3-methyl-4-phenyl- 
2(lH)quinazolinthione (314 mg, 1 mmol) in an ice bath 
at 0*C. After 1 hour the mixture was quenched into 
vigorously stirring ice water and extracted with 
20 EtOAc. The combined extracts were washed with water, 
brine and dried (Na 2 S0 4 >, filtered, solvent removed in 
vacuo to afford 300 mg residue. Chromatography of the 
crude product on silica gel using 20% EtOAc in hexanes 
as eluant was followed by elution with 10% 2-propanol 
25 in chloroform to solubilize the product whicfi had 
crystallized on the column. The combined cuts were 
recrystallized from boiling EtOAc-hexanes to afford the 
title compound, 71 mg of a white solid after drying at 
60°C, 0.05 torr. MP: 274-275'C 
30 ln-HMR (CDCI3): 6 3.26 (s, 3H), 5.88 (br s, 1H), 5.96 
(br s, 1H), 6.76 (d, J=8.9Hz, 1H), 6.87 (d, J«2.2Hz, 
1H), 7.26 (dd, J=2.4, 8.7Hz, 1H), 7.45-7.46 (m, 5H), 
8.70 (br s, 1H). 
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EXAMPLE 4 
AHd Catalyzed Cvclization 

6-Chloro-3 , 4-dihydro-4-butyl-3-methyl-4-phenyl-2(lH)- 
5 yiinazolinthione — 

A. ; i -(2-amino -4-chlorophenvl)-l-PhenvlPentanol 

To a three necked 100 mL round bottomed flask 
with a stirring bar and an argon inlet was added 

10 2-amino-4-chloroben20phenone (10 g, 43.16 nnaol) and dry 
THF (250 mL>. This stirred solution was cooled to 
-78 'C and n-butyllithium (34.55 ml, 86.32 mmol) was 
added with a syringe over 5 minutes. The cooling bath 
was removed and the mixture was warmed to 0°C. The 

15 mixture was poured into water and the resulting mixture 
was extracted with EtOAc. The EtOAc extract was washed 
with brine, dried (Na 2 S04>, filtered and concentrated 
in vacuo ♦ The crude product was recrystallized from 
boiling EtOAc-hexanes and dried at 20°C, 0.05 torr. 

20 MP: 184-185 •C. 

^H-MMR (CDC1 3 ): 8 0.875 (t, J=7.2, 3H>, 1.00-1.15 (m, 
1H), 1.22-1.26 (m, 2H), 2.00-2.30 (m, 2H>, 3.75 (br s, 
3H), 6.51 (d, J=8.4, 1H), 7.05 (dd, J=2.5, 11.0, 1H), 
7.20-7.40 (m, 6H). 

25 

B . 1- (Methylaminothiocarbonylamino-4-chloro-phenyl ) - 
1-phenvlpentanol 

To a 50 mL round bottomed flask with a 
stirring bar, argon inlet, and a reflux condenser was 
30 added l-(2-amino-4-chlorphenyl)-l-phenylpentanol (1.00 
g, 3.4 mmol), dry THF (20 mL), and methyl isothiocyante 
(1.18 mL, 17.25 mmol). This mixture was heated at 
reflux for 48 hours. The solvent and excess methyl 
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isothiocyante were removed in XSfillfl and the residue was 
chromatographed on 100 g of silica gel using 5% 
2-propanol in hexanes as eluant. There was obtained 
1.00 g of l-(methylaminothiocarbonyl- 
5 amino-4-chlorophenyl)-l-phenylpentanol as a white 

solid . 

iH-NMR (CDC1 3 ): 5 0.878 (t, J=7,lHz, 3H), 1.05- 
1.50 (m, 4H), 2.11-2.40 (m, 2H), 2.73 (d, J=4.6lHz, 
3H), 3.18 (br s, 1H), 5.30 (br s. 1H>, 7.20-7.40 (m, 
10 7H), 7.68 (s, 1H), 7.92 (s, 1H). 

C. 6-Chloro-3,4-dihydro-4-butyl-3-methyl-4^phenyl- 

Zn&m inazol inthione 

To a 50 mL round bottomed flask with a 

I 5 stirring bar was added l-(methylaminothiocarbonyl- 
amino-4-chlorophenyl)-l-phenylpentanol (0.50 g, 1.378 
mmol) and dry CH 2 C1 2 (15.0 mL). This solution was 
cooled in an ice bath to 0°C and concentrated H 2 S0 4 
(0.81 mL, 1.50 mmol) was added. After 15 minutes, the 

20 mixture was warmed to 20'C and an additional 0.1 mL of 
concentrated H 2 S0 4 was added. This mixture was stirred 
for 1.75 hours and the solution was diluted with 20 mL 
of saturated NaHC0 3 solution. The mixture was 
extracted with CHCI3 and the combined extracts were 

25 washed with brine and dried (MgS0 4 ). Filtration, 

removal of the solvent ia xaCJlfi. and chromatography of 
the residue on 100 g of silica gel using 3.75% 
2-propanol in hexanes as eluant gave 51 mg of 
6-chloro-3 , 4-dihydro-4-propanol-3-methyl-4-phenyl- 

30 2(lH)quinazolinthione as a white solid. An analytical 
sample was prepared by recrystallization from EtOAc- 
hexanes. MP: 189-191°C. 
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^•H-NMR (CDCI3) : 5 0.89 (t, J=7.3, 3H), 1.15 (m, 1H), 
1.20-1.45 (m, 3H), 2.18 (m, 1H), 2.47 (m, 1H>, 3.04 (s, 
3H), 6.50 (d, J=2.2Hz, 1H), 6.79 (d, J=8.5Hz, 1H), 7.05 
(dd, J=2.2, 9.5Hz, 1H), 7.25-7.40 (m, 5H)» 9.40 (s, 1H). 

5 

6-Chloro-3 , 4-dihydro-4-propyl-3-methyl-4-phenyl- 

2(lg^gntna2Qlinthione 

Following the procedure of this Example hut 
substituting n-propyl magnesium bromide for n-butyl- 
10 lithium in Step A, 6-chloro-3,4-dihydro-3-methyl- 
4-phenyl-4-propyl-2(lH)quinazolinthione was obtained. 
MP: 175-176'C. 

^H-KMR (CDCI3): 8 0.97 (t, J*6.lHz, 3H), 1.21 (m, 1H), 
1.40 <m, 1H), 2.18 (m, 1H>, 2.45 (m, 1H)» 3.05 (s, 3H>, 
15 6.51 (d, J«2.2Hz, 1H>, 6.70 (d, J=8.5Hz, 1H), 7.07 <dd, 
J=2.2, 8.5Hz, 1H>, 7.30-7.50 <m, 5H), 8,76 (br s, 1H). 

EXAMPLE 5 

Synthesis of 3,4-di-substitnted 2(3H)-quinazolinones 
20 via o-aminnpliftTivl ketone imidazolenreas 

A. 6-ChlQro-3- cycloprQ ? vl-4-phenvl>2(3H^tniinazolinone 

5-Chloro-2-aminobenzophenone (23.2 g, 0.10 
mmol) and carbonyldi imidazole (17.6 g, 0.11 mmol) were 

25 combined in 100 mL CH2CI2 and the mixture refluxed 

under N 2 for 4h. The initial yellow solution deposited 
a thick, white precipitate. The mixture was cooled and 
the solid, 5-chloro-2-(l-imidazolecarbonylamino) 
benzophenone, which was collected and washed with 

3° CH 2 C1 2 by suction, yield 23.2 g (71Z), MP: 185-187«C. 
■4l-NMR (CDCI3 + 1-2 drops DMSO-dg): 5 2.87 (broad s, 
IB), 6.71 (d, J«2.44Hz, 1H), 7.01 (d, J=1.47Hz, 1H), 
7.05 (d, J=1.3Hz, 1H), 7.1 (dd, J=2.58, 8.49Hz, 1H), 
7.19 (complex, 2H), 7.44 (complex, 5H). 
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To a solution of the imidazolylcarbonyl 
intermediate (8 g crude, ca. 25 mmol) in CH 2 C1 2 was 
added excess (2.8 mL) cyclopropylamine . The resulting 
clear solution was stirred overnight at room 

5 temperature under N 2 . The beige solid which had. 
separated was collected and washed with methylene 
chloride to give 6-chloro-4-phenyl-4-hydroxy-3- 
cyclopropyl-3,4-dihydroquinazoline-2(lH)one (4.06 g, 
ca. 50%), MP: 262-263° (dec). The hydroxy intermediate 

1° (3.15 g, 10.0 mmol) was suspended in toluene (25 mL) 
and the mixture Btirred and refluxed with water 
azeotrope for 4h under N 2 . The resulting yellow 
suspension was cooled and filtered to give the bright 
yellow title compound (2.5 g, ca. 90%), MP: 286-287'C 

15 (dec), 

3-H-NMR (CDC1 3 ): 6 0.63 (m, 2H), 0.97 (m, 2H), 3.21 (m, 
1H), 7.12 (d, J^lHz, 1H), 7.5 (complex, broad, 4H), 
7.67 (complex, broad, 3H). 

20 B> fi-rhi nrft-3-r yn »hntvl>4-T>henvl-2(3H><niiT>ftgQ l inone 
According to the method of Part A of this 
Example, cyclobutylamine (0.6 mL, 7 mmol) was added to 
a solution of 5-chloro-2-(l-imidazolecarbonyiamino) 
benzophenone (1.95 g, 6 mmol) in 10 mL of dry THP under 

25 n 2 . The mixture was heated and stirred 24h at 50'C and 
then 40h at 25 °. The mixture was cone, is vacuo and 
the residue stirred with n-butylchloride (35 mL) and 
10% aqueous citric acid (15 mL) to give a white solid 
identified as 6-chloro-4-hydroxy-4-phenyl- 

30 3-cyclobutyl-3 , 4-d ihydro-2 ( lH)quinazolinone , MP 

152-154°C (dec). Heating the above intermediate in 
toluene (20 mL) at vigorous reflux with water 
separation in a Dean-Stark trap for four hours gave a 



WO 93/04047 PCT/US92/06576 



- 101 - 

bright yellow solution from which the tetraene title 
compound crystallized on cooling, 1.0 g, MP 228-230*C 
(dec . ) . 

5 C. 9-Chloro-10b-cyclopentyl-2,3,4,10b-tetrahydro-6H- 

iweagQlof 3 . y.-r.lqTiinagolin-S-one 

The title compound was prepared by a method 
according to Part A of this Example, to give a 
colorless solid: mp 191-193 •C, 

10 1h-NMR (CDCI3): 8 1.27-1.35 <m, 1H), 1.38-1.70 (m, 7H). 
2.20-2.30 (m, 1H), 3.59-3.65 (m, 1H), 3.72-3.78 (m, 
1H), 4.07-4.12 (m, 1H), 4.18-4.22 (m, 1H), 6.75 <d, J=8 
Hz, 1H), 7.20 <dd, J=8, 2 Hz, 1H), 7.33 (d, J»2 Hz, 
1H), 7.22 <br s, 1H). 

15 

D . 9-Chloro-10b-phenyl-3(S )-(propan-2-yl)-2 ,3,6, 10b- 

*et rahvdro- 5TT-oxazolo-(3 . 2-C)-cminazolin-5-one 

In a method according to Part A of this 
Example, 326.00 mg (1.00 mmol) of 5-chloro- 

20 2 , 1-imidazolecarbonylaminobenzophenone and 103.00 mg 
(1.00 mmol) of (S)-valinol were reacted, with 
subsequent heating in anhydrous DMSO at 120*C for 72 
hours, to give 150 mg (42%) title compound as a white 
solid, MP 148-150'C. 

25 iH-NMR (CDGI3): 8 0.60 <d, J«4 Hz, 3H), 0.96'(d, J<*4 
Hz, 3H), 1.15-1.30 (m, 1H), 3.79 (m, 1H), 4.12-4.22 (m, 
2H), 6.74 (d, J»7 Hz, 1H), 7.12 (dd, 1H), 7.20 (s, 1H), 
7.26-7.39 (m, 3H), 7.52 (d, J=5 Hz, 2H), 8.19 (broad s, 
1H). 



WO 93/04047 



PCT/US92/06576 



- 102 - 



10 



E 9_Chloro-10b-phenyl-3 (R)-(propan-2-yl )-2 , 3 , 6 , 10b- 

in a method according to Part A of this 
Example, 326.00 mg (1.00 amol) of 5-chloro- 

2 l-imidazole-carbonylaminobenzophenone and 103.00 mg 
(I 00 mmol) (R)-valinol were reacted, with subsequent 
heating in anhydrous DMSO at 120-C for 72h, to give 
210.00 mg (60%) of title compound as a white solid, MP 
146-147°C. 

iH-NMR (CDC1 3 ): 8 0.70 (d. J=4 Hz, 3H), 0.97 (d, J=4 
Hz 3H). 1.12-1.13 (m, U) , 3.80 (m, IB), 4.12-4.27 (m, 
2H) 6.76 (d, J=7 Hz, 1H), 7.12 (dd, 1H) , 7.19 (s, 1H) . 
7.25-7.40 (m, 3H), 7.51 (d. J=5 Hz, 1H), 8.39 (broad s, 
1H). 

F , 9 -Chloro-10b-cyclopropyl-2 ,3,6. lOb-tetrabydro- 

In a method according to Part A of this 
Example, 300.00 mg (1.04 mmol) (5-chloro- 

20 2-imidazole-carbonylamino)phenylcyclopropyl ketone and 
63 52 mg (1.04 mmol) ethanolamine were reacted, with 
subsequent heating at 100-C for 18h in anhydrous DMSO, 
to give 180.00 mg (65%) of title compound as a white 
solid, MP 193-194°C. , 

25 1h-NMR (DMS0-d 6 ): 5 0.20-0.50 (m, 4H), 1.23 (m, IH), 

3 50 (q, 1H), 3.79 (q, 1H), 3.89 (m, IH), 4.12 (m, IH), 
6.90 (d, J=8 Hz, IH), 7.27 (d, 2H), 9.69 (s, IH) . 



15 



30 
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EXAMPLE 6 

TMnrarhonvl to Oxocarbonvl Conversion 

A . 6-Chlor o-3 , 4-d ihydro-4-propyl-3-methyl-4-phenyl- 

5 Zfim-guinazolinone 

To a 50 mL round bottomed flask with a 
stirring bar, reflux condenser, and an argon inlet was 
added 6-chloro-3 , 4-dihydro-4-propyl-3-methyl-4- 
phenyl-2(lH)quinazolinthione (165 mg, 0.50 mmol), 

10 dimethoxye thane (20 mL), water (5.0 mL), Li OH (119 mg, 
5.00 mmol), and hydrogen peroxide (0.20 mL, of 30% 
aqueous solution). This mixture was heated at reflux 
for 30 minutes. The mixture was diluted with EtOAc and 
the solution was washed with water and brine. Drying 

15 (Na 2 S0 4 ), filtration and removal of the solvent in 
vacuo left an oil. Chromatography of this material on 
50 g of silica gel using 3.5% 2-propanol in chloroform 
as eluant, followed by trituration with hexanes gave 
6-chloro-3 , 4-d ihydro-4-pr opyl-3-methyl-4-pbenyl-2 ( 1H.) 

20 quinazolinone as a crystalline solid. MP: 223-225»C. 
^•H-HMR (CDC1 3 ): 5 0.92 (t, J=8.6Hz, 3H), 1.20 (m, 1H), 
1.45 (m, 1H), 2.16 (m, 1H), 2.39 (m, 1H), 2.63 (s, 3H), ' 
6.50 (d, J=2.lHz, 1H), 6.72 (d, J=8.4Hz, 1H), 7.05 (dd, 
J«2.1, 8.4Hz, 1H), 7.25-7.50 (m, 5H), 9.18 (br s, 1H). 

25 

6-Chloro-3 , 4-dihydro-4-ethyl-3-methyl-4-phenyl- 

2flH^-q«ina2Qlinone ; 

Following the procedure of Part A of this 
Example, but substituting 6-chloro-3,4-dihydro-4- 
30 ethyl-3-methyl-4-phenyl-2(lH)quinazolinthione for 

6-chloro-3 , 4-dihydro-4-propyl-3-methyl-4-phenyl-2( 1H)- 
quinazolinthione , there was obtained 6-chloro-3 , 4- 
d ihyd ro-4-ethyl-3-metbyl-4-phenyl-2 ( 1H) qu inazolinone . 
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MP: 200-202*C. 

l-H-NMR (CDCI3): 5 0.91 (t, J=7.0 Hz, 3H), 2.25 <m, 
1H), 2.48 (m, IS) , 2.66 (s, 3H), 6.53 (d, J=2.2 Hz, 
1H), 6.72 (d, J=8.5 Hz, 1H), 7.04 (dd, J»2.2 Hz, 8.5, 
5 1H), 7.20-7.50 (o, 5H), 9.32 (br s, 1H). 

EXAMPLE 7 
r yanopuanidine Synth esis 

10 6-Chloro-2-cyanoimino-3 ,4-dihydro-4-ethyl-3-methyl-4- 
p hPnvl-2n TT>giiinazQline 

A . 6-Chloro-3 , 4-d ihydro-4-ethyl-3-methyl-2-methyl- 
»hio-4-phenv1-3aH)gui na.S0Unfi 

15 To a 10 mL pressure tube with a stirring bar 

was added 6-cbloro-3,4-dihydro-4-ethyl-3-methyl-4- 
phenyl-2(lH)quinazoline (463 mg, 1.46 mmol), chloro- 
form (2 mL), and iodomethane (2.0 mL, 32.13 mmol). The 
tube was sealed and the mixture was stirred at 20°C for 

20 3 h 0urB . The mixture was diluted with EtOAc and the 
solution was washed with aqueous NaHC0 3 , and brine. 
Drying (MgS0 4 ), filtration and removal of the solvent 
ia vacuo gave 481 mg of 6-chloro-3,4-dihydro- 
4-ethyl-3-methyl-2-me thylthio-4-phenyl-3 ( 1H)- 

25 quinazoline as a colorless foam. This material was 
used in Step B without further purification. 

B . 6-Chloro-2-cyanoimino-3 , 4-dihydro-4-ethyl-3- 
mM-hyi-4-ph envl-2aH)ouinazoline 

30 To a 50 mL round bottom flask with a stirring 

bar and an argon inlet was added 6-chloro- 
3 , 4-dihydro-4-ethyl-3-methyl-2-methylthio-4-phenyl- 
3 (1H) quinazoline (248 mg, 0.75 mmol), lead cyanamide 
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(370 mg, 1.50 mmol), cyanamide (400 mg, 9.51 mmol) and 
dry DMF (5.00 mL). This well stirred mixture was 
heated at 100°C for 5 days. The cooled reaction 
mixture was filtered and the filtrate was diluted with 

5 EtOAc . This solution was washed with water and brine. 
Prying (Na 2 S04), filtration, chromatography on 20 g of 
silica gel using 33% EtOAc in hexanes as eluant, and 
recryetallization from boiling EtOAc-hexanes gave 
6-chloro-2-cyanoimino-3 , 4~dihydro-4-ethyl-3-methyl~4- 

10 phenyl-2(lH)quinazoline as a white solid (51 mg), MP: 
248-249° C. 

^•H-NMR (CDC1 3 ): 8 0.88 (t, J«=7.1 Hz, 3H), 2.25 (m, 
1H), 2.45 (m, 1H), 2.67 (s, 3H), 6.60 (d, J«2.0 Hz, 
1H), 7.08 (d, J=2.0 Hz, 1H), 7.10 (s, 1H), 7.38 (m, 
15 5H), 9.2 (br s, 1H). 

EXAMPLE 8 
Grienard Additions to OninazoliTigfi 

6 Chloro-4-cyclopropyl-3~cyclopropylmethyl-4-ethyl- 
20 3 .4-dihvdroQttinazolin-2f lH>-one 

A. (2-Amino-4-chlorophenvl)cvclopropv l ketone 

A solution of cyclopropylmagnesium bromide, 
prepared from 2.4 g (0.099 g atom) of magnesium 

25 turnings and 13.0 g (0.107 mol) of cyclopropyl bromide 
in 100 mL of THE, was stirred at 38"C as a solution of 
5-chloro-anthranilonitrile (3.65 g, 0.0239 mol) in 40 
mL THE was added over 20 min. Stirring was continued 
at 40 'C for 2h, following which the reaction mixture 

30 was cooled in an ice bath and 50 mL of saturated MH4CI 
was added, followed by 100 mL of 2N HC1. The cooling 
bath was removed and stirring was continued at room 
temperature for 2h. The mixture was then brought to pH 
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9 by addition of 20% NaOH and was extracted 3 times 
with ether. The combined organic phases were washed 
with brine and dried over MgS0 4 . Following removal of 
the solvents the oily residue was flash 
5 chromatographed, eluting with 15% EtOAc in hexane, to 
provide 3.0 g (64%) of the title compound as a yellow 
solid, MP 66-68°C. 

lH NMR (CDC1 3 ): 6 1.02 (m, 2H). 1.18 (m. 2H) . 2.57 (m, 
1H), 6.17 (s, 1H), 6.61 (d, J»8.5 Hz, 1H), 7.22 (dd, 
10 J-2, 8.5 Hz, 1H), 7.92 (d, J=2 Hz, 1H) . 

B. fi- r ^l Q ro- 4 -rvr1nprQPVlQUinaZ03 iTl-2(lH>-QBe . 

To a stirred suspension of 150 mg (0.767 
mmol) of the product from Step A in 3 mL of glacial 

15 acetic acid at 0* was added a solution of 75 mg (0.922 
mmol) of potassium cyanate in 0.3 mL of H 2 0 in one 
portion. After stirring for 1 hour at 0«-5', the 
reaction mixture was allowed to warm to room 
temperature over a 1 hour period. The reaction mixture 

20 was partitioned between EtOAc and H 2 0, the organic 
layer washed with H 2 0, filtered, washed with brine, 
dried over Na 2 S0 4 , and concentrated to afford. 120 mg of 
a light yellow solid. This material was 
chromatographed on silica gel to give 122 mg^of the 

25 title compound as a solid: 

iH-NMR (CDCI3) : 6 1.27 (m, 2H) , 1.57 (m. 2H), 2.55 (m, 
1H), 7.48 (d, J=8 Hz, 1H), 7.61 (dd, J=8, 2 Hz, 1H), 
8.10 (d, J=2 Hz, 1H). FAB MS M+H=221, mp=215-217"C. 

30 c. 6-chloro-4-cyclopropyl-l-(4-methoxybenzyl) 

T1 4n a7 .nlin>2(lH)-0ne 

To a stirred solution of 75 mg (0.338 mmol) 
of the product from Step B in 6 mL of dry DMF was added 
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17 mg (0.423 mmol) of sodium hydride (60% in mineral 
oil) in one portion. After 20 minutes when gas 
evolution ceased, 50 uL (0.372 mmol) of 4-methoxy- 
benzylchloride was added in one portion. The reaction 

5 solution was stirred at room temperature for 2.5 hours, 
then heated to 80° under Ar for 4 hours, and allowed to 
Btir at room temperature for 2.5 days. The reaction 
mixture was concentrated at reduced pressure and the 
residue partitioned between EtOAc and H 2 0. The organic 

10 layer was washed with water, brine, dried over Na 2 S0 4 , 
and concentrated to give a residue which was 
chromatographed on silica gel using 1:1 EtOAc-hexane to 
give 73 mg of the title compound. An analytical sample 
was obtained by crystallization from EtOAc-hexane : 

15 iH-NMR (CDC1 3 ): 5 1.25 (m, 2H), 1.56 <m, 2H), 2.52 (m, 
1H), 3.76 (s, 3H), 5.40 (s, 2H), 6.83 (d, J=8.7 Hz, 
2H), 7.18 (d, Js8.7 Hz, 2H), 7.21 <d, J«=9.2 Hz, 1H), 
7.53 (dd, J=2.3, 9.2 Hz, 1H), 8.1 <d, J=2.3Hz, 1H) . 
FAB MS M+H=341, mp 211-213 e C. 

20 

D . 6-chloro-4-cyclopropyl-3 , 4-dihydro-l-(4-methoxy- 

henzvl ^..4- propvlquinazol in«-2 (lH)-one 

To a 50°C solution of 400 mg (1.17 mmol) of 
the product from step C in 20 mL of dry THF under N 2 

25 was added 2.35 mL (4.69 mmol) of n-propylmagnesium 
chloride (2.0 M in ether) dropwise over a 5 minute 
period. After stirring for 3 hours at 50°, the 
reaction mixture was heated to reflux for 1 hour, 
cooled to room temperature and 0.15 mL (1.17 mmol) of 

30 trimethylsilylchloride added. The reaction mixture was 
reheated to reflux for 30 minutes and allowed to stand 
at room temperature. The reaction mixture diluted with 
water, extracted with EtOAc and the organic layer 
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washed with brine , dried over Na2S04, and the solvents 
stripped under reduced pressure to give 800 mg of a 
residue which was chromatographed on silica gel using 
1:2 EtOAc-hexanes to give 147 mg of the title compound 

5 as a colorless solid: 

^H-NMR (CDC1 3 ): 8 0.15-0.6 (m, 4H), 0.89 (t, J=7 Hz, 
3H), 1.1-1.22 (m, 1H), 1.4-1.65 (m, 2H> f 1.80-1.92 (m, 
1H), 3.77 (s, 3H), 4.95-5.12 (n, 2H), 5.32 (s, 1H), 
6.69 (d, J«9 Hz, 1H), 6.83 (d, J=8 Hz, 2H), 7.05 (dd, 

10 J=9,2 Hz, 1H>, 7.14 (d, J=2 Hz, 1H), 7.17 (d, J=8 Hz, 
2H). 

FAB/MS M+H=385. 

E . 6~chloro-4-cyclopropyl~3-cyclopropylmethyl-3 , 4- 

15 dihydro-l-(4~methoxybenzyl)-4-propylquinazolin- 

2-(lHVone , 

To a stirred solution of 147 mg (0,382 mmol) 
of the product from step D in 5 mL of dry DMF under N 2 
was added 20 mg (0.496 mmol) of sodium hydride (60% in 

20 mineral oil) in one portion. After stirring for 0.5 
hour, the solution was treated with 56 pL (0.573 mmol) 
of cyclopropylmethylbromide over a 4 minute period and 
allowed to stir at room temperature for 54 hours. The 
mixture was warmed to 50* for 3 hours, and an 

25 additional 10 mg NaH and 56 pL of cyclopropylmethyl- 
bromide were added. After 2 hours, an additional 10 mg 
of NaH and 111 fiL of cyclopropylmethylbromide were 
added and the mixture stirred overnight at 50*. After 
cooling, the reaction mixture was partitioned between 

30 EtOAc and H2O. The organic layer was washed with 
brine, dried over Na 2 S04, and the solvents stripped 
under reduced pressure to give 250 mg of a residue 
which was chromatographed on silica gel using 1:4 EtOAc- 
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hexane. The clean fractions were combined to afford 84 
fflg (50%) of the title compound as a colorless solid: 
*H-NMR (CDC1 3 ): 6 0.2-0.65 (m, 8H), 0.87 (t, J=7 Hz, 
3H), 0.97-1.45 (m, 5H), 1.60-1.90 (m, 3H), 3.43-3.57 
5 (m, 2H>, 3.77 (s, 3H), 5.06 (br s, 2H), 6.65 (d, J«9 
Hz, 1H), 6.83 (d, J«8 Hz, 2H), 7.03 (dd, J«9, 2 Hz, 
1H), 7.17 (d, J=8 Hz, 2H), 7.19 (d, J=2 Hz, 1H). 

F . 6-chloro-4-cyclopropyl-3-cyclopropylmethyl-3 , 4- 

*° dihvdro-4-propvlqttinazolin-2(lHV-one 

To a stirred solution of 77 mg (0.175 mmol) 
of the product from Step £ in 0.75 mL of CH2&2 at 0* 
was added 375 uL of trif luoroacetic acid. After 1 hour 
at 0°, the reaction mixture was concentrated under 

15 reduced pressure and the residue partitioned between 
water and ethyl acetate. The organic layer was washed 
with sat. NaHC03, dried over Na2S04 and the solvents 
stripped under reduced pressure to give 70 mg of a 
residue which was combined with 6 mg of crude product 

20 from a previous reaction. The material was 

chromatographed on Si02 using 1:2 EtOAc-hexane to give 
50 mg of a solid which was triturated with hexane and 
dried at reduced pressure to afford the title compound 
as a colorless solid: mp 197-198°. 

25 -Lh-NMR (CDCI3): 8 0.3-0.65 (m, 8H), 0.865 (t, J=6.8 Hz, 
3H), 1.0-1.5 (m, 5H), 1.50-1.90 (m, 5H), 3.4-3.85 (m, 
4H), 6.57 (br d, J=8 Hz, 1H), 7.12 (br d, J=8 Hz, lh), 
7.15 (d, J-1.2 Hz, 1H), 7.55 (br s, lH). 
TAB/MS M+H«319. 

30 Anal. Calcd for C 18 H 2 3C1N 2 0 C, 67.80; H, 7.27; N, 8.79 
Found C, 67.79; H, 7.21; N, 8.86 
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6-chloro-4 , 4-diethyl-3 , 4-dihydro-3-methylguin- 

&zoXiR=ZL2Slzsn& — — , ~" 

In the manner outlined above the 4,4-dietnyl 

compound was prepared: 
5 1 H -NMR (CDC1 3 ): 5 0.74 (t, J=7.3 Hz, 6H), 1.62-1.76 (m, 

2H>. 1.95-2.10 (m, 2H), 2.93 (s, 3H), 6.57 (d, J=8.5 

Hz, 1H), 6.99 (d, J=2.2 Hz, 1H), 7.09 (dd, J-2.2. 8.5 

Hz, 1H), 7.65 (br S, 1H). 

FAB /MS M+H«253, mp 196-198»C. 
10 Anal. Calcd 

for C 13 H 17 C1N 2 0 C, 61.78; H, 6.78; N, 11.08 

Found C, 61.84; H, 6.47; H, 10.94 

EXAMPLE 9 

15 Fri*rtgi-cra f frfi factions with Quinfrgglines 

6-Acetyl-4-ethyl-3 , 4-dihydro-3-methyl-4-phenylquina- 

^Olip-2flH)-gfffi — ~ 

To a stirred suspension of 200 mg (0.75 mmol) 

20 of 4-ethyl-3,4-dihydro-3-methyl-4-phenyUuina- 

zolin-lH-2-one (obtained using methods of Example 1) in 
3 mL of methylene chloride at 0* under Ar was added 156 
HL (2.2 mmol) of acetyl chloride, followed by 293 mg 
(2.2 mmol) of aluminum chloride. After stirring at 0" 

25 for lh, the reaction mixture was stirred at room 
temperature for 3.5 h and then poured onto crushed 
ice. Once the ice had melted, the mixture was 
extracted with two portions of ethyl acetate. The 
combined organic layers were washed with water, 10% 

30 Na 2 C0 3 , brine, dried over Na 2 S0 4 and the solvents 

removed to give a residue which contained 1:1 starting 
quinazolinone and the title compound by NMR analysis. 
An analytical sample was obtained by chromatography on 
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silica gel using 98:2 chloroform-methanol followed by 
crystallization from ethyl acetate-hexanes . 
NMR (CDC1 3 ): 6 0.79 (t, J=7 Hz, 3H), 2.28-2.38 (m, 
1H), 2.39 (s, 3H), 2.45-2.55 (m, 1H), 2.68 (s, 3H), 
6.71 (d, Jt=8 Hz, 1H), 7.25-7.30 (m, 2H), 7.38 (t., J=8 
Hz, 2H), 7.43 (d, J<*8 Hz, 2H), 7.69 (dd, J*8,2 Hz, 1H), 
7.69 (br s, 1H), FAB MS M+H 309. 

EXAMPLE 10 

6-Chlor o-3 , 4-d ihyd ro-4-ethynyl-3-methyl-4-phenyl-2~ 
(lH^quina zolinone 

StfiEuA: 5-chloro-2-(l-imidazolecarbonylamino)benzo- 
phenone 

5-Chloro-2-aminobenzophenone (23.2 g, 0.10 
mmol) and carbonyldi imidazole (17.6 g, 0.11 mmol) were 
combined in 100 mL CH 2 Cl2 and the mixture refluxed 
under argon for 4 hours. The initial yellow solution 
deposited a thick, white precipitate. The mixture was 
cooled and the solid, 5-chloro-2-(l-imidazolecarbonyl- 
amino)benzophenone, which was collected and washed with 
CH 2 C1 2 by suction, afforded 23.2 g (71%), MP: 185-187'C. 
NMR (CDCI3 + 1-2 drops BMS0-d 6 ): 6 2.87 (broad s, 1H), 
25 6.71 (d, J=>2.44 Hz, 1H), 7.01 (d, J-1.47 Hz/lH), 7.05 
(d, J=1.3 Hz, 1H), 7.1 (dd, J=2.58, 8.49 Hz, 1H), 7.19 
(complex, 2H), 7.44 (complex, 5H). 

Step B : 6-chloro-4-phenyl-4-hydroxy-3-methyl-3 , 4- 

30 dihydroquinazoline-^(^H)one 

To a suspension of tbe imidazolylcarbonyl 
intermediate (17.1 g, 52.5 mmol) in 200 ml 
tetrahydrofuran, excess metbyl amine was added over 5 
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hours via gas sparge tube. The reaction mixture was 
stirred overnight under argon. The resulting clear 
solution was evaporated is vacuo, dissolved in ethyl 
acetate, washed with 10% aqueous citric acid, water, 
5 brine, dried over MgS0 4 , filtered, concentrated, and 
was recrystallized from EtOAc-Hexane (1:5) to afford 
the title compound as a white solid. (9.90 g, 69%). 

Sten C : f-rhi Q ro-3 - «np»hvl-4-ph<>nvl-2(3H)-quinagQlinft 
10 The hydroxy intermediate (9.90 g, 36.3 mmol) 

was suspended in toluene (350 mL), and the mixture was 
refluxed for 17 hours under argon to remove the water 
using a Dean Stark trap. The resulting yellow slurry 
was cooled to 0*C, filtered to afford crystalline 
15 tetraene which was dried is yacjifi (60«C, 0.05 torr) to 
vie the title compound, a bright yellow solid. (6.60 g, 
67%). FAB /MS; M+H=271 m/e. 

Step D: 6-Chloro-3 , 4-dihydro-4-ethynyl-3-methyl-4- 

20 r ^.Ptivl>2 ( I BLsgu j nagol inane 

6-chloro-3-methyl-4-phenyl-2 ( 3H) -quinazoli- 
none (6.0 g, 22.2 mmol) was suspended in dry THE (200 
ml) to which sodium acetylide (17.74 g, 66.5 mmol, 18% 
slurry in xylene) was added via syringe at -25*C. Upon 
25 warming to room temperature over 3 hours the yellow 
color had discharged. The reaction mixture was poured 
into 10% aqueous citric acid and extracted with ethyl 
acetate, washed with water, brine, dried (MgS0 4 ), 
filtered and concentrated ia ysejio.. The crude product 
30 was chromatographed on silica gel using 20% 

EtOAc-hexanes and the pure fractions were combined and 
recrystallized from boiling EtOAC-hexanes (1:8) to 
afford the title compound, a white solid (2.24 g, 40%) 
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after drying at 40°C, 0.05 torr. An additional 400 mg 
in mother liquors were recovered. 

MP: 2D6-207°C, ^H-MMR (CDCI3): 8 2.91 (s, 3H), 2,99 (s, 
lH) t 6.78 (d, J=8.54 Hz, lH) f 6.91 (d, J=2.2 Hz, 1H), 
5 7.135 (dd, J*1.95 Hz, 2.44 Hz, 1H), 7.42 (m, 3H)> 7.63 
(m, 2H), 8.93 (broad 8, 1H). FAB/MS; M+H=297 m/e. 



EXAMPLE 11 

6-Chloro-3 , 4-dihydro-4~ethynyl-3-isopropyl-4-phenyl- 

2qH)gttipasoUnone , 

Step A : 5-chloro-2-(l-imidazolecarbonylamino)benzo- 
phenone was prepared in the exact manner as outlined in 
Example 10, Step A, from 5-chloro~2-aminobenzo- 
phenone and carbonyldiimidazole in C^C^- 

Step B : 6-chloro-4~phenyl-4-hydroxy-3-isopropyl-3,4- 

d itedioga inazol ias=2 C 1H ) one 

To a suspension of the imidazolylcarbonyl 
intermediate (5 g, 15.4 mmol) in 125 ml tetrahydrofuran 
was added excess (25 mL) isopropylamine and the 
reaction mixture was heated to 40°C and stirred under 
argon. The resulting clear solution was evaporated in 
vacuo, dissolved in ethyl acetate, washed with 10% 
aqueous citric acid, water, brine, dried over MgSO^., 
filtered, concentrated, and chromatographed using 
EtOAc-Hexane (1:1) to afford the title compound as a 
yellow foam (4.24 g, 86%). 



Step C ; 6~chloro-3-isopropyl-4-phenyl-2(3H)- 

qttinazQlAnone 

The hydroxy intermediate (4.86 g, 15.1 mmol) 
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was dissolved in toluene (250 mL>. and the mixture vas 
refluxed for 17 hours under argon to remove the water 
using a Dean Stark trap. The resulting yellow solution 
was concentrated under vacuum to afford crystalline 
5 tetraene which was triturated with hexane, filtered and 
dried is zaoifi C60-C. 0.05 toor) to affor the bright 
yellow title compound (3.75 g, 83%). TAB/MS; M+H-299 

NMR (DMSO): * 1.53 (d; J=7 Hz, 6H), 4.28 (m, 1H). 6.64 
10 (d; J=2 .3 Hz, 1H), 7.33 (m. 2H), 7.70 (complex, 5H). 

step p ; 6-chloro-3 , 4-dihydro-4-ethynyl-3-isopropyl- 

4. r ^PTiyl-2 < I ^ > guj n a Z nl inone 

6-chloro-3-isopropyl-4-phenyl-2(3H)-quina- 

15 zolinone (1.50 g, 5.02 mmol) was suspended in dry THF 
to which (30 mL) sodium acetylide (4.02 g, 15.1 mmol, 
18% slurry in xylene) was added via syringe at -25'C. 
After warming to room temperature over 3 hours, the 
reaction was poured into 10% aqueous citric acid and. 

2° ethyl acetate, washed with water, brine, dried 

(Na 2 S0 4 ), filtered and concentrated in vacua. The 
crude product was recrystallized from boiling 
EtOAc-bexanes to afford the title compound, a white 
solid (545 mg) after drying at 40*C, 0.05 torr. 

25 MP: 229-230°C 

J-H-NMR (CDCI3) : 5 1.14 (d, J=6.8 Hz, 3H), 1.60 (d, 
J=6.4 Hz, 3H), 3.01 (S, 1H), 3.56 (4. J=6-6 Hz, 1H), 
6.75 (d, J=8.6 Hz, 1H), 6.85 (d, J=0.01 Hz, 1H) , 7.08 
(dd, J-0.7. 2.3 Hz, 1H), 7.35-7.41 (m, 3H), 7.68 (dd. 

30 0.95. 2.25 Hz. 2H) , 9.56 (s, 1H) . 
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6-Chloro-3 , 4-dihydro-4-ethyl-3-isopropyl-4-phenyl- 

2 ( 1H ) qu i nazol inone 

In the exact manner as outlined above for the 
preparation (Steps A, B, C) and reaction (Step D) of 

5 the tetraene 6-chloro-3-isopropyl-4-phenyl-2(3H)- 

quinazolinone, a solution of ethylmagnesium bromide (3M 
in ether, threefold excess) was added via syringe to a 
THF suspension of the tetraene 6-chloro-3-iso- 
propyl-4-phenyl-2(3B)-quinazolinone at -35°C and 

10 stirred for 1 hour. The reaction was poured into 2N 
HC1 and ethyl acetate, washed with water, brine, dried 
(Na£S04) , filtered and concentrated in vacuo! The 
crude product was chromatographed on silica gel using 
5%i-Pr0H-CHCl3 and recrystallized from boiling 

15 EtOAc-hexanes to afford the title compound, a white 
solid (183 mg) after drying at 40 # C, 0.05 torr. 
MP: 235-237°C. -4l-NMR (CDC1 3 ): 8 0.94 (t, J*7.3 Hz, 
3H), 1.09 (d, J-6.7 Hz, 3H), 1.48 (d, J=6.6Hz, 1H), 
2.19 (m, 1H), 3.05 (q, J=6.8Hz, 1H), 6.35 (d, J=2.4 Hz, 

20 1H), 6.62 (d, J=8.2 Hz, 1H), 7.03 (dd, J«2.3, 8.5 Hz, 
1H), 7.28-7.48 (m, 5H), 8.16 (s, 1H). 

EXAMPLE 12 

25 Preparation of 6-Obloro-3,4-dihydro-3-ethylA-etbynyl~ 
4-ph enylr 2,( iH)quinazoUnone . 

Step A : 6-Chloro- 3-ethvl~4-phenvl-2(3H')Quinazolinone 
A mixture of 5.08 g (21.9 mmol) of 2-amino-5- 
30 chlorobenzophenone , 5.2 mL (65.7 mmol) of ethyl 
isocyanate, and 50 mg of Dabco in 100 mL of 
acetonitrile was stirred at reflux under argon for 18 
hours, after which time the reaction mixture was 
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charged with an additional 3 mL of ethyl isocyanate 
and 100 mg of Dabco. Reflux was continued for 7 . 
hours, Concentration of the reaction mixture in zaflio. 
left an oily solid which was triturated in a Bmall 
5 volume of hot acetonitrile to afford 2.65 g of the 
title compound (3-ethyl tetraene) as a bright yellow 
solid: 

Ih-NMR <CDC1 3 ): 5 1.30 (t, J*7 Hz, 3H>, 4.10 (q, J*2, 7 
Hz, 2H), 6.81 (d, J=2 Hz, 1H), 7.3-7.8 (m, 7H). 

10 

Step B : 6-Chloro-3 , 4-d ihydro-3-ethyl-4-ethynyl-4- 

r^pnvi -2 ( im aa i nazol inone 

In the manner described above for the 
reaction with 3-isopropyl tetraene (Step D, Example 
15 11), sodium acetylide (1.2 g, 4.38 mmol, 18% slurry in 
xylene) was added to a solution of 6-chloro-3-ethyl- 
4-phenyl-2(3H)quinazolinone (0.50 g, 1.75 mmol) in 10 
mL of THF. The crude product obtained from the ethyl 
acetate extraction was chromatographed on silica gel, 
20 elutant 25-30X EtOAc in CHC1 3 , to afford 170 mg of the 
pure title compound as a white solid, mp 185-187°C. 
1h-NMR (CDCI3): 8 1.12 (t, J=7 Hz, 3H), 2.96 (s, 1H), 
3.33 (m, 1H), 3.48 (m, 1H), 6.70 (d, J«8.5 Hz, 1H), 
7.00 (d, J«2 Hz, IB), 7:10 (dd, J=2, 8.5 Hz, 1H), 
25 7.29-7.45 (m, 3H) , 7.59-7.61 (m, 2H), 8.40 (or s, 1H). 

SAMPLE 13 

Preparation of 6-chloro-3,4-dihydro-3-methyl-4- 

30 rvri nnropv i -A-propvi-2 ( lH)-guinazolinQne 

By the methods of Example 8, the title 
compound was obtained, 
mp 197-200 °C 
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^•H-HMR(CDCl3 ) : 6 0.20-0.29 (m,lH>, 6 0.30-0.38 (m, 1H), 
0.46-0.61 (m,2H), 0.90 (t, J=7.1Hz, 3H>, 1.02-1.30 (m, 
4H), 1.68-1.98 (m, 2H>, 3.10 (s, 3H), 6.58 <br d, 
J=8Hz, 1H), 7.08 (d, Jal.OHz, 1H), 7.12 (br d J=8H2, 
5 1H), 7.43 (br s, 1H). 

Anal. Calcd for C15H19CIN2O: 

C 64.62 H 6.87 N 10.05 
Found C 64.89 H 6.82 N 9.71 

10 EXAMPLE 14 

(+/-) 6-Chloro-4-cyclopropyl-3-methyl-4-(2-propenyl)-3 , 4 
4-dihvdroq uinagolin-2(m-one 

15 Stpp A : 6-chloro-4-cyclopropyl-3,4-dihydro-l-(4-methy- 
mrvhftngvl ^-4-( 2-propenvl)tminazolin-2 (lHV-one 
A solution of 2.0 g (5.87 armol) of 6-chloro- 
4-cyclopropyl-l-(4-methyoxybenzyl)-quinazolin-2(lH)-one 
in 25 mL of dry THF under Ar was added to 10 mL of a 

20 solution of allylmagneBium bromide (1.0 M in ether) 
dropwise at 0°C. An additional 8 mL of allylmagnesium 
bromide solution was added to the reaction, and the 
solution stirred overnight at RT. The reaction was 
quenched by pouring into ice-cold 1M citric acid. The 

25 resulting mixture was extracted with two portions of 
CHCI3 the organic layers washed with water, dried over 
MgSO^ treated with activated carbon and solvents 
removed to give 1.8 g of a dark yellow oil which was 
chromatogtaphed on 250 g of fine Si0 2 using 95:5 

30 CHCI3 - CH3CN to afford 730 mg of a yellow oil: 
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lH NMR (CDCI3): o 0.23-0.65(m, 4H), 1.21-1 .32 (m, 1H), 
2.47-2.66(0, 2H), 3.77(s, 3H), 4.84(s, 1H) , 5.02(8, 
2H).5.05-5.20(m, 2H), 5. 68-5. 83 (m, 1H), 6.69(d, J=8.8 
Hz. 1H), 6.84 (d, J-8.6 Hz, 2H), 7.057(dd, J=8.8, 2.4 
5 Hz', 1H), 7.165(d, J-8.6 Hz. 2H>, 7.20(d, J=2.2 Hz, 
1H). 

ste p b_ ; 6-chloro-4-cyclopropyl-3-methyl-3 . 4-dihydro- 

l_(4_methyoxybenzyl )-4-(2-propenyl )quinazolin- 

10 instems — — 

To a 10 mL oven dried round botomed flask 

with a stirring bar and an argon inlet was added sodium 

hydride-oil suspension (12 mg, of a 60% suspension, 

0.30 mmol). The oil was removed with two hexane 

15 washings and the oil free sodium hydride was suspended 
in dry DMF (0.5 mL) . To this suspension was added the 
product from step A (0.07g, 0.182 mmol). This mixture 
was stirred until hydrogen evolution had ceased and 
methyl iodide (0.023 mL, 0.366 mmol) was added with a 

20 syringe. This mixture was stirred for 18h at room 
temperature. The mixture was diluted with EtOAc and 
this solution was washed with water, 10% aqueous citric 
acid and brine. Drying (WgS0 4 ), filtration and removal 
of the solvent 4a vacjifi gave 71 mg of the methylation 

25 product which was used in step C without further 
purification. 

Step C: (+/-) 6-chloro-4-cyclopropyl-3-methyl-4-(2- 

pT ftP*T.vl'>- , 3 A-dihv droquinazo l*n-2qa)- . Qn e, 

30 The product from step B (0.071g, 0.179 mmol) 

was dissolved in 2 mL of a 1:1 solution of 
trifluoroacetic acid and methylene chloride. This 
mixture was stirred at room temperature for 2h. The 
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solvents were removed in vacuo and the residue was 
dissolved in EtOAc. This solution was washed with 
saturated aqueous HaHC(>3 solution and brine. Drying 
(MgS04>, filtration, removal of the solvent is y&cjie;, 
5 and chromatography on silica gel using 40% EtOAc in 
hexane as eluant gave 28 mg of the title compound as 
white crystals. An analytical sample was prepared by 
recrystallization from EtOAc-hexane . 

10 1h NMR (CDC1 3 ): 5 0.23-0.32 (m, 1 H); 0.32-0.43 (m, 1 
H); 0.50-0.66 (m, 2 H) ; 1.23-1.36 (m, 1 H); 2.57 (dd, 
J=5.9,15.6, 1 H); 2.79 <dd, J=7.5,15.6, 1 H); 3.12 (s, 
3 H) ; 5.02-5.13 (m, 2 H); 5.47-5.62 (m, 1 H>; 6.62 (d, 
J=9.3, 1 H) ; 7.11-7.14 (m, 2 H); 8.04 (br s, 1 H) . 

15 mp:182-184»C 

EXAMPLE 15 

( +/ - ) 6-Chloro-4-cyclopropyl-4-cyclopropylmethyl-3- 
20 methvl-3 . 4 -dihvdroauinazolin-2(lH)-one 

Step A : 6-Chloro-4-cyclopropyl-4-cyclopropylmethyl-3 , 4- 
4-d ihyd ro-1- ( 4-me thoxybenzyl ) qu inazol in-2 < 1H ) - 

one 

25 6-Chloro-4-cyclopropyl-3 , 4-dihydro-l-(4- 

methoxybenzyl )-4- ( 2-propenyl ) quinazol in-2 ( IH )-one (96 
mg, 0.251 mmol) was dissolved in 5 ml ethyl ether and 2 
ml ether solution of diazomethane was added at O'C. 
Palladium acetate (1 mg) was added and stirred 
30 vigorously until gas evolution ceases. Diluted with 40 
ml EtOAc and washed with water, brine, dried over MgS04 
and solvent removed in vacuo to give an oil (100 mg, 
99%). 
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Step B : 6-Chloro-4-cyclopropyl-4-cyclopropylmethyl-3 , 
4-d ihydro-1- ( 4-methoxybenzyl )-3-methylqTiina- 

r.r>Hn~2(lH>-one 

In a manner according to Example 14, step B, 
5 the title compound was prepared from 100 mg (0.251 

mmol) of the product from step A to give 110 mg of an 
oil. 

Step C : (+/-) 6-Chloro-4-cyclopropyl-4-cyclopropyl- 
10 methyl-3-methyl-3 , 4-dihydroquinazolin-2(lH)- 
Qafi — 



25 



In a manner according to Example 14, step C, 
the title compound was prepared from 110 mg (0.251 
mmol) of the product from step B to give 32 mg (44%) of 
IS a solid: 

*H KMR (CDCI3): 8 -0.24-(-)0.18 (m, 1H) ; 0.01-0.09 (m, 
1H); 0.24-0.30 (m, 1H); 0.37-0.54 (m, 4H) ; 0.62-0.73 
(m, 2H); 1.20 -1.29 (m, 1H); 1.49 (dd, J=6.2,14.6, IE); 
1.82 (dd, J=6.0,14.7, 1H); 3.12 (s, 3H) ; 6.58 (d, . 
20 J=8.4, 1H); 7.13 (dd, J=2.2,8.4, 1H); 7.24 (d, J=2.2, 
1H); 7.44 (br s, 1H). 
mp:155°C (dec) 



EXAMPLE 16 

(+/_) 9-Chloro-10b-cyclopr opyl-1 ,2,3, lOb-tetrahydro- 
pvrrolori . ?-c1guinazolin-5 ( 6H)-o ne 

Step A : 9-Chloro-10b-cyclopropyl-6-(4-methoxybenzyl)- 
30 1,2,3, lOb-tet rahydropyrrolo[l , 2-c] quina20lin- 

5(6H)-one 

In a manner according to Example 25, step E, 
the title compound was prepared as the 
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product from 24 mg (0.060 mmol) 6-chloro-4-cyclopropyl- 
4-(3-hydroxypropyl)-l-(4-methoxybenzyl)-3 , 4-dihydroguin- 
azolin-2(lH)-one to give 20 mg of an oil. 

5 step B : 9-Chloro-10b-cyclopropyl-l .2.3, lOb-tetrahydro- 

r yrrftlori -y-P-1miina7QliTi~f>(6H)~0ne : 

In a manner according to Example 14, step C, 
the title compound was prepared from 20 mg (0.052 mmol) 
of the product from above to give 7 mg (51%) of a 
10 solid: 

% NMR (CDC1 3 ): 6 -0.08-0.02 (m, 2H); 0.28-0.36 (m, 
1H); 0.40-0.48 (m, 1H); 1.03-1.11 (m, 1H); 2.02-2.09 
(m.lH); 2.13-2.30 (m, 2H); 2.46-2.52 (m, 1H); 3.64-3.70 
(m, 2H); 6.76 (d, J*8.5, 1H); 6.97 (d, J=2.3. 1H); 7.15 
15 (dd, J=2.3,8.5, 1H>. 
mp: 271-272*C 

TRAMPLE 17 

20 (+/-) l0-Chioro-llb-cyclopropyl-l,llb-dihydro-2H, 
fiw-n .3io»*^^nr4.3-clQuina2iolin~6 (7fl)-onfi 

S£gp_A: 6-Chloro-4-cyclopropyl-4-(2-hydroaryethyl)-3, 

4—^ i hy^roo " * "asoi is=2 < lHVone 

25 in a manner according to Example 22, step A, 

the title compound was prepared from 6-chloro-4- 
cyclopropyl-4-(2-propenyl)-3 , 4-dihydroquinazolin-2(lH>- 
one (130 mg, 0.495 mmol) to give 87 mg of a solid. 

30 Step B : 10-Chloro-llb-cyclopropyl-l,llb-dihydro-2H, 
^-ri.3loxa y.inor4.3-c1nuinazolip-6(7H)-one 
In a manner according to Example 74, step C, 
the title compound was prepared from 6-chloro-4- 
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cyclopropyl-4-(2-hydroxyethyl)-3 , 4-dihydroquinazolin- 
2(lB>one (87 mg, 0.326 mmol) to give 34 mg (37X) of a 
colorless solid. 

5 Ifi NMR (CDC1 3 ): 5 0.01-0.14 (m, 2H); 0.43-0.57 (m, 2H); 

1.65-1.76 (m, 1H); 2.15 <dt. J=2.2,13.2, 1H); 2.32 (td, 

J=6.1,12, 1H); 4.04-4.22 (i, 2H); 4.79 (d, J=10, 1H); 

5.75 (d, J=10, 1H); 6.66 (d, J-8.4, 1H) ; 6.93 (d, 

j=2.2, 1H); 7.16 (dd. J-2.2.8.4, 1H). 
10 mp: 264°C (dec) 

TOAMPLE 18 

(+/-) 6-Chloro-4-cycloptopyl-3-methyl-4-(2-thio- 
15 r ^ eyl ^3 , A-Hihvdromiinazolin-2f 1B>-0M 

step A : 6-Chloro-4-cyclopropyl-4-(2-thiopheneyl)-3 , 

L-A \ Wd roa n 4 t ^zol in-2 dHl-OPe 

In a manner according to Example 14, step A, 
20 the title compound was prepared from 6-chloro- 

4-cyclopropyl-l-( 4-metboxybenzyl )quinazolin-2 (lH)-one 
(150 mg, 0.440 mmol) and 3-thiopheneylmagnesium bromide 
to give 187 mg Of a solid. 

25 step B : 6-Chloro-4-cyclopropyl-l-(4-methox^benzyl)-3- 

' methyl-4-(2-thiopheneyl)-3 ,4-dihydroquinaaolin- 

2flH)-one '■ 

In a manner according to Example 14, step B, 
the title compound was prepared from 187 mg (0.440 
30 mmol) of the product from step A to give 80 mg of an 
oil. 
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Step C: (+/-) 6-Chloro-4-cyclopropyl-3-methyl-4-(2- 
+hi n phenevl) -3 , fr-dihvdroquinazolin^fliO-one 
Ceric ammonium nitrate (400 mg, 0.729 mmol) 
was dissolved in 1.6 ml water and added to the product 
from Btep B. (80 mg, 0.182 mmol) dissolved in 8 ml 
acetonitrile and stirred overnight. Solvent was 
removed, the residue taken up in EtOAc and washed with 
5% HaHC0 3 , water, brine, dried over MgS0 4 , filtered, 
solvent removed in vacuo and chromatographed on silica 
gel using 30X EtOAc in hexanes to give an oil which was 
triturated with ether /hexanes to give a solid(5 mg, 9X) 
*H NMR (CDC1 3 >: 5 0.08-0.19 (m,lH); 0.22-0.32 (m,lH); 
0.50-0.62 (m,lH); 0.67-0.76 (m.lH); 1.68-1.78 (m,lH); 
2.91 (s, 3H); 6.52 (d, J=2.2,1H); 6.65 (d, J=8.5.1H); 
7.02 (dd, J=3.5. 5.1H); 7.12 (dd, J=2.2,8.5.1H); 7.28 
(d, J»3.5,1H); 7.38 (d, J«5,1H); 7.81 (br s.lH). 
mp: 216 °C (dec) 

(+/_) 6-Chloro-4-cydopropyl-4-(2, 2-dimethylpropyl)- 
3-methvi-3 . 4-dib.vdroquina3oUn-2(lH)-one 

Step A : 6-Chloro-4-cyclopropyl-4-(2 , 2-dimethyl- 

propyl ) -3 , 4-d ihydro-1- ( 4-methoxybehzyl ) quina- 

y .olia-2(lH)-one 

In a manner according to Example 14, step A, 
the title compound was prepared from 6-chloro-4- 
cyclopropyl-l-(4-methoxybenzyl)quinazolin-2(lS)-one 
(200 mg, 0.587 mmol) and 2,2-dimethylpropylmagnesium 
bromide to give 66 mg of a solid. 



WO 93/04047 PCI7US92/06576 



- 124 - 



Step B : 6-Chloro-4-cyclopropyl-4-(2 ,2-dimethyl~ 

propyl)-3 , 4-dihydro-l-(4-methoxybenzyl)-3- 



In a manner according to Example 14, step B, 
5 the title compound was prepared from 66 mg (0.160 mmol) 
of the product from step A to give 85 mg of an oil. 

Step c : (+/-) 6-Chloro-4-cyclopropyl-4-(2,2-dimethyl- 
propyl)-3-methyl-3 , 4-dihydroouinazolin- 

10 ? Mitt-one 

In a manner according to Example 14, step C, 

the title compound was prepared from 85 mg (0.160 mmol) 

of the product from step B to give 12 mg (24%) of a 

colorless solid: 
15 1h NMR (CDC1 3 ): 6 0.33-0.42 (m.lH); 0.54-0.70 (m, 3H>; 

0.76 (s, 3H), 1.18-1.30 (m, lH)i 1.59 (d, J=15, 1H); 

1.96 (d, J=15, 1H); 3.06 (s, 3H); 6.54 (d, J«8.5, IE); 

7.08 (dd, J=2.2,8.5, 1H); 7.13 (d, J=2.2, 1H); 7.75 (br 

s, 1H). 
20 mp ; 254*C 

EXAflPlE 20 • 

(+/-) 6-Chloro-4-cyclopropyl-4-(3-hydroxypropyl)- 

25 3-nfi>+ hvl-3 4-HjhvdrQ inina2Qlin-2(lB)-one i 

Borane/TBT (0.479ml, 1.0M solution in THF) 
was added to (+/-) 6-Chloro-4-cyclopropyl-3-methyl-4- 
(2-propenyl)-3,4-dihydroguinazolin-2(lH)-one (50 mg) 
dissolved in 2 ml dry THF at 0°C and stirred for 30 
30 min. Ice bath was removed and reaction stirred 

overnight. Cooled to 0»C and 3 ml 2N NaOH, then 1 ml 
30% hydrogen peroxide was added . The bath was removed 
and stirred for 1 h. Ether was added and was washed 
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with water and brine. The organics were dried over 
MgSC>4 , filtered, and solvent removed in. xacjjo. to. give 
a solid which was propped on HPLC using C-18 and 
eluting with acetonitrile/0.1% TEA in water to give a 
5 colorless solid (10 mg, 18%): 

l U NMR (CDC1 3 ): 8 0.19-0.30 (m, 1H); 0.32-0.43 (m, 1H); 
0.46-0.74 (m, 2H); 1.22-1.48 (m, 3fi); 1.77-1.90 (m, 
1H); 2.04-2.18 (m, 1H); 3.07 (s, 3H>; 3.51-3.62 <m, 
10 2H); 6.65 (d, J=8, 1H); 7.10-7.14 (m, 2H). 
mp: 219-220 °C 

EXAMPLE 21 

15 (+/-) 6-Chloro-4-cyclopropyl-4-(2-hydroxyethyl)- 

3-methvl-3 . 4-dihvdroquinagolin..2( , lH)-one 

In a manner according to Example 14, step C, 
the title compound was prepared from 60 mg(0.150 mmol) 
6-chloro-4-cyclopropyl-4-(2-hydroxyethyl)-l-(4-methoxybe 

20 nzyl)-3-methyl-3,4-dihydroquinazolin-2(lH)-one to give 
14 mg (34%) of a solid: 

l R NMR (CDCI3): 6 0.22-0.33 (m. 1H); 0.36-0.49 (m, IB); 
0.49-0.77 (m, 2H); .1.23-1.35 (m, 1H); 1.97-2.09 (m, 
1H); 2.25-2.38 (m, 1H); 3.12 (s, 3H); 3.42-3.58 (m, 
25 2H); 6.67 (d, J*8, 1H); 7.12-7.17 (m, 2H). ' 
mp: 203-205°C 

EXAMPLE 22 

30 (+/-) 6-Chlorc— 4-cyclopropyl-4-(2-methoatyethyl)- 

3-piethvl-3 . 4-dihvdroouinazoliTi-2<'lH , V~Qne 
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gtep A; 6 -Chloro-4-cyclopropyl-4-(2-hydroxyethyl)- 

6-Chloro-4-cyclopropyl-l-(4-metboxyben 2 yl)-3- 
B ethyl-4-(2-propenyl)-3,4-dihydroit2inazolin-2(lH)-one(73 

5 o me. 1.84 mmol) was dissolved in 45 ml 4:1 

dichloromethane/methanol, cooled to -7B-C and treated 
with ozone for 10 min. System was purged with argon 
then 210 mg (5.52 mmol) of sodium borohydride was added 
as a solid. The reaction was warmed to room temperature 

10 and small portions of sodium borohydride were added 
until gas evolution ceased. The solvent was removed, 
1M citric acid was added, and was extracted with 
EtOAc . The organic layer was washed with water, brine, 
dried over MgS0 4 . filtered, and the solvent removed in 

15 vacuo to give 627 mg of a foam. 

SteEB: 6-Chloro-4-cyclopropyl-l-<4-methoaybenzyl)- 

4-(2-methoxyethyl)-3-methyl-3 , 4-dibydroquina- 



20 



25 



In a manner according to Example 14, step B, 
the title compound was prepared from 745 mg (1.18 mmol) 
of the product from step A to give 491 mg of an oil. 

Step C: (+/-) 6-Chloro-4-cyclopropyl-4-(2-methoxy- 
ethyl )-3-methyl-3 , 4-dihydroquinazolin- 



?-nm-one 



In a manner according to Example 14, step C, 
the title compound was prepared from 491 mg(1.18 mmol) 
of the product from step B to give 225 mg (65%) of a 

30 colorless solid: 

iHSMR (CDC1 3 ): 5 0.21-0.33 (». IB); 0.35-0.45 (». IB); 

0.47-0.66 (p. »; 1.23-1.34 («. IB); *•«"•»**• 
U y 2 .24-2.37 (m. IH); .3.13 <■. 3B>; 3.24 <.. 3B>; 
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3.13-3.32 (m, 2H); 6.62 (d, J=9, 1H); 7.12-7.15 (m, 
2H); 7.93 <br s, 1H). 
mp: 159-160°C 

5 23 

^f-^ <uChloro-4 -rvcloprOPVl-4-(2-ethOXVetbVl>- 

10 S££E_A: 6-<naoro-4-cyclopropyl-4-(2-ethoxyethyl)- 

3-ethyl-l-(4-methoxybenzyl)-3 , 4-dihydroguina- 

?.nlin-2(lH)-one _ 

In a manner according to Example 14, step B, 
the title compound was prepared from 6-chloro-4- 
15 cyclopropyl-4- ( 2-hydroxyethyl )-l-(4-methoxybenzyl )-3 , 
4-dihydroqtiinazolin-2(lH)-one (248 mg, 0.522 mmol) and 
ethyl iodide (1 ml) to give 100 mg of an oil. 

Step B : 6-Chloro-4-cydopropyl-4-(2-ethoxyethyl)-3- 

20 «*hvl-3 . 4-d ihvdrQ<mina2Ql in-2(lH)-one 

In a manner according to Example 14, step C, 
the title compound was prepared from 6-chloro-4 r cyclo- 
propyl-4-(2-ethoxyethyl)-3-ethyl-l-(4-methoxybenzyl)-3, 

4-dihydroquinazolin-2(lff)-one (100 mg, 0.226 mmol) to 
25 give 25 mg (34%) of a solid: 

!h NMR (CDC1 3 ): 5 0.43-0.52 (m, 1H); 0.55-0.77 (m, 3H); 

1.11 (t, J=7, 3H); 1.31 (t, J=7, 3H); 1.84-1.96 (m, 

1H); 2.04-2.18 (m, 1H); 3.17-3.26 (m, 1H); 3.33 (q, 

J=7, 2H); 3.50 (q, J*7, 2H); 3.59-3.72 (m, 1H); 6.67 
30 (d, J=8.6, 1H); 7.15 (dd, J=2.2,8.5, 1H); 7.25 (d, 

J=2.2, 1H>; 8.86 (br s, 1H). 

mp: 137-138«C 
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(+/_) 6-Chloro-4-cyclopropyl-4-cyclopropylmethyl-3 ,4- 
4-H 4 hyd root i j 7qX in-2 < } H)-one 

5 

Step A : 6-Chloro-4-cyclopropyl-4-(2-propenyl)-3 , 4- 

In a manner according to Example 14, step A, 
the title compound was prepared from 6-chloro-4- 
10 C yclopropylquiiiazolin-2(lH)-one (2.0 g, 9.06 mmol) to 
give 2.2 g of a yellow solid. 

step B : 6-Chloro-4-cydopropyl-4-cyclopropylmethyl- 

3 r 4-dihvdtt Qq"inazo1 JT»-2(lH)-pne 

15 i n a manner according to Example 15, step A, 

the title compound was prepared from 300 mg (1.14 mmol) 
of the product from above to give 217 mg (69%) of a 
foam: 

lH NMR (CDC1 3 ): 5 -0.08-0.02 (m, 1H); 0.07-0.17 (m, 
20 1H); 0.28-0.76 (m, 7H); 1.23-1.33 (m,lH); 1.63 (dd, 
j=6.7, 14.2. 1H); 1.77 (dd, J=6.7,14.2, 1H); 5.16 (br 
s, 1H); 6.67 (d, J=8.5, 1H); 7.11 (dd, J-2.3,8.5, 1H); 
7!l9 (d, J=2.3, 1H); 8.62 (br s, 1H). 
(amorphous solid) 

25 

TRAMPLE 25 

( + /_) 6_Chloro-4-cyclopropyl-4-(3-f luoropropyl)-3 ,4- 
4 hvd roq tt } nazol in-2 ( 1H) -One,. ■ 

30 
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Step A : 6-Chloro-4-cyclopropyl-4-(3-hydroxypcopyl)-l- 
(4-methoxybenzyl)-3 , 4-dihydroquinazolin- 

KWtOPH ■ — 

6-Chloro-4-cyclopropyl-l-(4-methoxybenzyl)-4- 

5 (2-propenyl)-3,4-dihydroquinazolin-2(lH)-one (1.0 g, 
2.61 mmol) was dissolved in 100 ml dry THF and 20.9 ml 
(0.5H solution in THF) of 9-BBN was added dropwise. The 
mixture was stirred for 45 min, then cooled in an ice 
bath and 1.5 ml 2H NaOH and 1.5 ml 30% hydrogen 

10 peroxide were added. The bath was removed and stirred 
for 2 h. Water (30 ml) was added and the mixture was 
extracted with EtOAc . The organic layers were washed 
with water, brine, dried over MgS04 , filtered, solvent 
removed ia vacuo , and chromatographed on silica gel 

15 using 51 methanol/chloroform to give 905 mg of an oil. 

Step B : 6-Chloro-4-cydopropyl-4-(3-t-butyldimethyl- 
silyloxypropyl)-l-(4-methoxybenzyl)-3 , 4-di- 

hydfQquinazolin-2(lH)-0ne 

20 6-Chloro-4-cyclopropyl-4-(3-hydroxypropyl)-l- 
(4-methoxybenzyl)-3 ,4-dihydroquinazolin-2(lH)-one (880 
mg, 2.20 mmol), imidazole (598 mg, 8.78 mmol), and 
t-butyldimethylsilyl chloride (662 mg, 4.39 mmol) were 
dissolved in 6 ml dry DMF and stirred under argon for 3 
25 days. The solvent was removed under vacuum f the 

residue was dissolved in EtOAc, washed with 1M citric 
acid, water, brine,' dried over MgS04 and solvent 
removed is vacuo to give 819 mg of a foam. 



30 
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10 



15 



£tep c ; 6-Chloro-4-cyclopropyl-4-(3-t-butyldimethyl- 

^ silyloxypropyD-l , 3-d i ( 4-methoxybenzy 1 ) -3 , 

4- fl 4^r O niiiTia7.0l in-2( IPHCfflg — 

6-Chloro-4-cyclopropyl-4-(3-t-btityldimethyl- 

8 ilylo^ropyl>-l-(4-meth(aybeiizyl>-3,4-dihydroguina- 
zolin-2(lH)-one (400 mg, 0.776 mmol) was dissolved in 3 
ml dry DMF, NaH (67 mg, 1.68 mmol, 60% slurry in oil) 
was added in one portion and stirred vigorously for 30 
min. 4-Methoxybenzyl cbloride (0.105 ml, 0.776 mmol) 
was added and the mixture was stirred for 2 days. 
Water was added and the mixture was extracted with 
EtOAc. The organic layers were washed with water, 
brine, dried over MgS0 4 , filtered, and the solvent 
removed ia vacuo to give 493 mg of an oil. 

Step s : 6-Chloro-4-cyclopropyl-4-(3-hydroxypropyl )-l . 

3_di (4-methoxybenzyl)-3 , 4-dihydroquinazolin- 
2qH)-one 



6~Chloro-4-cyclopropyl-4-(3-t-butyldimethyl- 
20 s iiyioxypropyl)-l,3-di(4-methoxyben2yl)-3,4-dihydroquin- 
azolin-2(lH)-one (493 mg, 0.776 mmol) was dissolved in 
6 ml 1& tetrabutylammonium fluoride in THF and stirred 
for 30 min. EtOAc was added , then washed with water, 
brine, dried over MgS0 4 , filtered, the solvent removed 
25 ia vacuo, and chromatographed on silica gel using 50% 
EtOAc/hexanes to give 243 mg of a clear oil. 

gtep E : 6-Chloro~4-cyclopropyl-4-(3-fluoropropyl)-l, 
3-di ( 4-methoxybenzyl )-3 , 4-dihydroguinazolin- 
30 ?(1H>-one 



6-Chloro-4-cyclopropyl-4-(3-hydroxypropyl)-l, 
3-di(4-methoxybenzyl)-3,4-dihydroquinazolin-2(lH)-one 

(243 mg, 0.466 mmol) was dissolved in 10 ml methylene 
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chloride, cooled to 0°C, and 0.246 ml (1.87 mmol) 
diethylaminosulfur trifluoride was added. The bath was 
removed and stirring continued for 1 h. 10% Sodium 
carbonate was added and the mixture was extracted with 
5 chloroform. The organic layers were washed with water, 
brine, dried over Na 2 S0 4 , filtered, and the solvent 
removed ia vacuo to give 523 mg of a foam. 

step F : 6-Chloro-4-cyclopropyl-4-(3-f luoropropyl)-3 , 

10 4-dihvdroan ina2olin-2(lH)-one 

In a manner according to Example 14, step C, 
the title compound was prepared from 240 mg "(0.459 
mmol) of 6-chloro-4-cyclopropyl-4-(3-fluoropropyl)-l. 

3- di (4-methoxybenzyl)-3 , 4-dihydroqninazolin-2(lH)-one 
15 to give 22 mg (17X) of a colorless solid: 

l E NMR (CDC1 3 ): 8 0.31-0.40 (m, IE) ; 0.40-0.50 <m, 2H); 
0.54-0.63 (m, 1H); 1.16-1.28 (m, 1H); 1.45-1.64 (m, 
1H); 1.70-1.91 (m, 2H); 2.02-2.12 (m, 1H); 4.43 (dt, 
J=5.7,47, 2H); 5.10 (br s, 1H); 6.67 (dd, 3=2.2,7, 1H) ; 
20 7.13-7.15 (m, 2H); 8.13 (br 8, 1H). 
mp: 169-170'C 

EXAMPLE 26 

25 (+/-) 6-Chloro-3-cyano-4-cyclopropyl-4-cycl6propyl- 
mP»hvl-3 . 4-rtihvdroquiDazol in-2(lH)-one 

Step A ; 6-Chloro-3-cyano-4-cyclopropyl-4-cyclopropyl- 
methyl-3 , 4-dihydro-l-(4-methoxybenzyl )quina- 

30 7n^n-2flH)-one 

6-Chloro-4-cyclopropyl-4-cyclopropylmethyl-3, 

4- d ihyd ro-1- ( 4-methoxybenzyl ) quinazol in-2 ( lH)-one (100 
mg, 0.252 mmol) was dissolved in 2 ml dry DMF and 
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treated -with 30 mg NaH (60% in oil) under argon for 5 
min. Phenyl cyanate (80 mg, 0.672 mmol, prepared 
according to Synthesis, pp. 150-1, 1980) was added and 
the reaction was stirred for 4 h. Water was added and 
the mixture was extracted with EtOAc . The organic 
layers were washed with 2H NaOH, water, brine, dried 
over MgS0 4 , filtered, the solvent removed in vajaift, 
and chromatographed on silica gel using 5% 
methanol /chloroform to give 71 mg of a foam. 



gtep B : 6-Chloro-3-cyano-4-cyclopropyl-4-cyclopropyl- 

P ft+hvl -3 , 4-«* i hvrf ro ? tiina70l i n-2 ( ll>-0Pfi 

In a manner according to Example 18, step C, 
the title compound was prepared from 6-chloro-3-cyano- 
15 4-cyclopropyl-4-cyclopropylmethyl-3 , 4-dihydro-l-(4- 
methoxybenzyl)quinazolin-2(lH)-one (35 mg, 0.083 mmol) 
to give 7 mg (28%) of a solid. 

1h NMR (CDCI3) : d -0.04-(-)0.01 (m, 1H); 0.34-0.39 (m, 
1H); 0.42-0.51 (m, 4H); 0.67-0.73 (m, 1H); 0.73-0.79 
20 ( m , 2H); 1.44-1.48 (m, 1H); 1.68 (dd, J=7.6,15.1, 1H); 
1.97-2.02 (m, 1H); 6.76 (d, J=8.5, 1H); 7.26 (dd, 
J=2.2,8.4, 1H); 7.29 (d, J=2.2, 1H); 8.21 (br s, 1H). 
mp: 172-173°C 

25 EXAMPLE .27. 

3 , 4-dihydro-3-methyl-4 , 4-dicyclopropyl-6-chloroguina- 
»nHn-2(lH)one 



30 step A : 3,4 dihydro-l-(4-methoxybenzyl)-4,4 dicydo- 

P7: np yl-6-ch3oroquinazo1iT )-2(lH)gne 

To a stirred suspension of 500.00 mg(1.47 
mmol) of l-(4-methoxybenzyl)-4-cyclopropyl-6- 



WO 93/04047 PCT/US92/06576 




- 133 - 

chloroquinazolin-2(lH) one and 380.00 mg(1.47 mmol) of 
magnesinm bromide etherate in 1 ml of ether/3 ml THF 
was added slowly dropwise a solution of 961 mg (6.62 
mmol) of cyclopropyl magnesium bromide in 10 ml ether. 

5 After completion of the addition, the reaction was 

stirred at room temperature for one hour and gradually 
became a clear solution. The reaction was poured into 
50 ml of cold 10% citric acid, and the mixture stirred 
vigorously for 10 min. The suspension was extracted 

10 with 25 ml of ether, and a thick precipitate resulted. 
The bilayer was filtered, and the filtrate 
reseparated. The aqueous layer was extracted with 2 x 
25 ml of ether, and the combined ethereal extracts 
washed with 15 ml water and 15 ml brine. Drying(anh. 

15 mag. sulfate) and concentration gave 400 mg of crude 
product as an orange oil. The oil was purified via 
flash chromatography over silica gel with 12:1 
chloroform/ ethyl acetate to give 202 mg<36%) of title 
compound as a tan crystalline solid, mp: 169-171°C. 

20 1h NMR<CDC1 3 ): 8 0.19 <m,4H), 0.55 <m,4H), 1.11 (m,2H), 
3.78 (s,3H), 5.02<s,2H), 5.40 (s, 1H), 6.71 (d,J » 
6HZ.1H), 6.84 (d,J = 5 Hz,2H), 7.05 <dd,lB). 7.10 (d, J 
u 5 Hz, 1H), 7.20 (S.1H). 

25 step B : 3 ,4-dihydro-4,4-dicyclopropyl-6-ehloroguina- 

gnUT^flH) one — - 

A solution of 70.00mg(0.18 mmol) of 3,4-di 
hydro-l-(4-methoxybenzyl )-4 , 4-dicyclopropyl-6-chloro- 
quinazolin~2(lH) one in 1ml methylene chloride/ 1 ml 
30 trifluoroacetic acid was stirred at room temperature in 
a nitrogen atmosphere for 48 hrs. The reaction was 
concentrated in xaoia, and the residue dissolved in 8 
ml of chloroform. The solution was washed with 2x5 
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ml of saturated sodium bicarbonate, 5 ml brine, and was 
dried over anh. sodium sulfate. Concentration ia xacjaa 
gave 75 mg of a tan foam. The crude foam was purified 
via flash chromatography over silica gel with 3:1 ethyl 
acetate/chloroform to give 30 mg<64*> of pure title 
compound as a white solid, mp: 237-239°C. 
X H MMR(CDC1 3 ): 6 0.39(m,4H>, 0.68(m,4H), l.ll(m,2H), 
4.82(br s,lH), 6.64(d, J = 7Hz,lH), 7.15(dd,J » 
2,7Hz,lH), 7.39(s,lH),7.61(br 8.1H). 



ptep C : 3 , 4-d ihyd r o-l-( 4-methoxybenzyl )-3-methyl-4 , 

/L-H4 ? Y r1f> P rop V 1 - 6 - chlo ^ <? ^ llinazo1 ^~ 7(lg) Qffg 
TO a suspension of 8.89 og(0.37 mmol) of HaH 
in 2 ml anh. DMF was added dropwise a solution of 
15 125.00 mg(0.33 mmol) of 3,4-dihydro-l-(4-methoxy- 

benzyl )-4 , 4-dicyclopropyl-6-chloroquinazolin-2(lH) one 
in 4 ml anh. DMF. The resulting solution was stirred 
at room temp, for 30 min., and was treated dropwise 
with 93-68 mg(0.66 mmol) of methyl iodide. The 
20 solution was stirred for 1 hr., and was poured into 25 
ml cold 10% citric acid. The mixture was extracted 
with 2 x 20 ml ethyl acetate, and the combined extracts 
washed with 2 x 10 ml water, and 10 ml brine. The 
extracts were dried and cone, in yajyia to give a yellow 
25 oil. The crude oil was purified via flash 
chromatography over silica gel with 12:1 
chloroform/ethyl acetate to give 88 mg(707.) title 
compound as a clear glassy solid, mp:129-131°C. 
*H NMR «n>Cl 3 ) : 8 0.41 (m,4H), 0.59 (m,4H), 
1.08(m,2H), 3.30 (s,3H), 3.76 (m,3H), 5.02 (s,2H), 6.69 
(d,J = 6 Hz, IB), 7.04 (d, J = 5 Hz.lH), 7.08 (dd,J * 
3,8 Hz.lH), 7.19 (d, J = 2 Hz,2H), 7.62 (s,lH). 



WO 93/04047 PCT/US92/06576 



- 135 - 

Step D : 3 , 4-dihydro-3-methyl-4 , 4-dicyclopropyl-6- 

chloroguifl ftsftl < !H)one , 

In a manner similar to Example 27, step B, 

from 85.00 mg(0.22 mmol) of 3 ,4-dihydro-l-(4-methoxy- 
5 benzyl )-3-methyl-4 , 4-d icyclopropyl-6-chloroquinazolin- 

2<lH)one and 1 ml methylene chloride/1 ml TPA over 4 

hrs., was obtained 40 mg(67%) of title compound as a 

white crystalline solid, mp: 243-245*C. 

% NMR«n>Cl 3 ): 0.50(m,4H), 0.60(m,4H), 1.07<m,2H), 
10 3.25(s,3H), 6.63(d, J m 5 Hz.lH). 7.15(dd,lH), 

7.58(s,lH), 7.86(br S,1H). 

EXAMPLE 28 

15 3 . A-dihvdro -^-allvl>4-r V rl Q prot>vl-4-CVClOPrOPYlmethYl- 

6-chloroqvi n azpUn-2 C IB) one 

step At 3 , 4-dihydro-l-<4-methoxybenzyl)-3-allyl-4- 

cyclopropyl-4-cyclopropymethyl-6-chloroguina- 

20 «AHn.2(lH)one 

To a stirred suspension of 76.00 mg(3.17 
mmol) of NaH in 8 ml of anhydrous DMF was added a 
solution of 840,00 mg(2. 12 mmol) of 3,4-dihydro- 
1« ( 4_methoxybenzyl ) -4-cyclopropyl-4-Cyclopropylmethyl-6- 

25 chloroquinazolin-2(!H)one in 8 ml anh. DMF/ The 
resulting solution was stirred at room temp, for 30 
min., and was treated dropwise with 712 mg(4.24 mmol) 
of ally! iodide. The resulting solution was stirred at 
room temperature for 18 hrs . , and was poured into 40 ml 

30 of cold 10% citric acid. The resulting mixture was 
extracted with 2 x 30 ml of ethyl acetate. The 
combined extracts were washed with 2 x 20 ml of water 
and 20 mL brine, dried(anh. magnesium sulfate) and 
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concentrated in vacjifi to give an orange oil. The oil 
was purified via flash chromatography over silica gel 
vith 3:1 hesanes/ethyl acetate to give 310 mg(33%) of 
title compound as a clear oil. 

5 1 H NMR<a>Cl 3 >: 6 0.01 (m.lH). 0.19 (m.lH), 0.39 (m.lH), 
0 46 (m.lH), 0.61 (m,2H),0.69 (m.lB). 0.80 (m.lH). 1.30 
(m,3H), 1.65 (dd, J = 4,14 Hz, IH), 3.76 (e,3H), 4.06 
(dd, J = 5,15 Hz, IH), 4.49 (dd, J = 5,15 Hz.lH), 4.96 
(d J = 16 HZ, IH), 5.14 (d, J = 7 Hz, IH), 5.15 (d, J 

10 = 16 Hz, IH), 5.27 (d. J = 15 Hz, IH), 6.09 (m.lH), 

6 69 (d, J = 8 Hz, IH), 6.84 (d, J = 7 Hz, 2H), 7.07 ( 
dd. J = 2.8 Hz, IH), 7.20 ( d. J = 7 Hz, IH), 7.45 (s, 
IH). 

15 Step B.: 3,4-dihydro-3-allyl-4-cyclopropyl-4-cydo- 

rr ^ p Y 1 meth yl -ft-rhlor o T^ tiazolin-2 ( lB)Onfl 

In a manner similar to Example 27, step B, 
from 490 mg(1.12 mmol) 3.4-dihydro-l-(4-methoxy- 
benzyl)~3-allyl-4-cyclopropyl-4-cyclopropylmethyl-6- 

20 chloroquinazolin-2(lH)one and 1 ml methylene chloride/1 
ml TFA over 2 hrs.. was obtained 285 mg(82%) of title 
compound as a white crystalline solid, mp:160-162 C. 
IH NMR(CDC1 3 ): 5 0.01(m,lH), 0.23(m,lH), 0.44(m,lH), 
0 49(m,lH), 0.63(m,2H>, 0.67(m,lH), 0.80(m,lH), 

25 1.29(m,3H). 1.60(dd, J = 4,12 Hz, IH), 3.95(dd. J = 

4 14 Hz, IH), 4.44(dd, J = 4, 16 Hz, IH) , 5.13(d, J - 9 
Hz IH), 5.26(d,J =15 Hz. IH) , 6.04(m,lH), 6.62(d, J = 

7 Hz. IH). 7.12(dd. J = 1,7Hz. IH), 7.39(s,lH), 8.21(br 
s, IH). 

30 
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aspUn-2aK)pne 

s 

StSB-A: 3 , 4-dihydro-l-(4-methoxybenzyl )-4-cyclopropyl-4- 
(4-(trimethylsilyl)-3-butyn-l-yl)-6-chloroquina- 

^nUn-gflB^one — 

To a vigorously stirred suspension of 0.62 
10 g(26.14 mmol) of Mg metal, 5 ml anhydrous THF, and 6-8 
drops 1,1-dibromoethane was added slowly dropwise a 
solution of 3.50 g(21.78 mmol) l-trimethylsilyl-4- 
chloro-l-butyne and 0.82 g<4.36 mmol) 1,1-dibromoethane 
in 25 mL anhydrous THF. The addition rate was adjusted 
15 so that the entire addition took approx. 45 min. After 
completion of the addition, the reaction was stirred 
vigorously at reflux for 2.5 hrs., and was cooled to 
room temp. 

A solution of 1.65 g (4.84 mmol) of 
20 i-(4-methoxybenzyl )-4-cyclopropyl-6-chloroquinazolin- 
2<lH)one and 1.25 g (4.84 mmol) of magnesium bromide 
etherate in 25 ml ana. THF was seperately prepared, and 
was stirred at room temp, for 15 min. This solution 
was added dropwise to the previously prepared Grignard 
25 reagent solution over 15 min., and the resulting 
mixture stirred at room temperature for 1 hr. The 
reaction was treated with 30 ml. of cold 10 % citric 
acid solution, and the mixture extracted with 3 x 35 ml 
ether. The combined ethereal extracts were washed with 
30 30 ml water and 30 ml brine, and were dried(anh. 
MgS04) . Concentration in safina gave an oily yellow 
solid. The crude solid was purified via flash 
chromatography over silica gel with 25:1 
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chloroform/ethyl acetate to give 0.45g(22%) of title 
compound as a It. brown crystalline solid, 
mp: 138-141 °C. 

1h NMR(CDC1 3 ): 5 0.40 (s,9H), 0.31 (m.lH), 0.42 (m,2H), 
0.58 (m.lH), 1-20 (m.lH), 1.89 (m.lH), 2.19-2.28 
<m,2H), 2.39 <q,lH>, 3.78 (S,3H). 5.04 (q,lH), 6.70 
<d,J = 8 Hz, 1H), 6.86 (d,J « 7 Hz,lH), 7.07 (dd,J = 
2,8 Hz.lH), 7.12-7.19 (d,J = 7 Hz,2H, and S,1H>- 

«; tep b: 3 , 4-dihydro-l-(4Hmethoxybenzyl)-4-cyclopropyl- 
^-f^.htitvn- i -yi '>-6-cMoroQinna2Qlin-2(lg)one - 
To a solution of 53.45 mg(0.92 mmol) of KF in 
42 ml water /2 ml DMT was added a solution of 105.00 
mg(0 . 23 mmol)3 , 4-dihydro-l-(4-methoaybenzyl)-4-cyclo- 
propy l^4-(4-trimethylsilyl-3-butyn-l-yl)-6-cbloroquinazo 

lin-2(lH)one in 2 ml DMF. The resulting solution was 
stirred at room temp, for 18 hrs., and was treated with 
10 ml 10% citric acid solution. The suspension was 
extracted with 10 ml ethyl acetate, and the extract 
washed with 2 x 25 ml water, 5 ml brine, and dried(anh. 
MgS0 4 ). Concentration is yaaio. gave a yellow oil, 
which was purified via flash chromatography over silica 
gel (ethyl acetate/ chloroform) to give 57 mg(63%) of 
title compound as a clear oil. 

% NMR(CDC1 3 ): 5 0.34 (m.lH), 0.42 (m,2H), 0.54 (m.lH), 
1.18 (m.lH), 2.90 (m.lH , and S,1H), 2.09 (m.lH), 2.12 
(m.lH), 2.26 (m.lH). 3.78 (s.lH), 5.03 <q,2H), 5.81 <br 
s, 1H), 6.71 (d, J = 8 Hz.lH). 6.87 (d.J = 7 HZ.2H). 
7.08 (dd J = 2,8 Hz, 1H), 7.18 (s,lH, and d,J = 7 Hz, 
2H) . 
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Step C : 3 , 4-d ihydro-4-cyclopropyl-4-< 3-butyn-l-yl )-6- 

r.hlftfotminazolin-2(lH)oae 

In a manner similar to Example 27, step B, 
from 55.00 mg(0. 14 mmol) of 3,4-dihydro-l-(4-methoxy- 
5 benzyl )-4-cyclopropyl-4-( 3-butyn-l-yl )-6-chloroguina- 
zolin-2(lH)one in 1ml methylene chloride/lml TFA over 
72 hrs., was obtained 22 mg<58*) of title compound aB a 
clear glass. 

% NMR(CDC1 3 ): 8 0.39 (m,lH), 0.46 <m,lH), 0.57 (m,lH), 
10 0.89 (m,lH), 1.20 (m,lH>, 1-92 <m,lH), 1.96 <s,lH), 

2.10 (t.lB), 2.23 <q,2H), 5.23 (br S,1H), 6.67 <d,J = 8 
Hz, IB), 7.12 (m,2H), 8.60 (br s, 1H). 



PSAEM 30. 

3 , 4-dihydro-3-methyl-^-cyclopropyl-4-(2-butyn-l-yl)-6- 
f;MoroQTiinazolin-2(lg>one — — 

Step A : 3,4-dihydro -l-(4-methoxybenzyl)-4-cydo- 

propyl-4-(2-butyn-l-yl)-6-chloroquinazolin- 

2flH)one 

To a suspension of 70.10 mg(2.92 mmol) of Mg 
metal in 3 ml anh. ether was added 2-3 mg of HgCl 2 , 
followed by 89.22 mg(0.75 mmol) of propargyl bromide. 
25 The suspension was heated with vigorous stirring until 
the reaction began, and the remaining 267.68 mg<2.25 
mmol) of propargyl bromide was added rapidly. The 
suspension was again heated, and a vigorous reaction 
began. The suspension was stirred vigorously for 45 
30 min., at which point the reaction was almost homogenous. 

The above prepared Grignard reagent was added 
dropwise-to a solution of 250 mg(0.73 mmol) of l-<4~ 
methoxybenzyl )-4-cyclopropyl-6-chloroquinazolin-2 ( 1H) one 



15 



20 
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in 10 ml anh. THF. The reaction was stirred at ambient 
temp, for 30 mis., and was poured into 25 ml of cold 
10% citric acid solution. The mixture was diluted with 
30 ml of ether, and the layers were separated. The 

5 aqueous layer was extracted with 2 x 25 ml of ether, 
and the combined ethereal extracts washed with 25 ml 
water and 25 ml brine. Drying(anh. KgS0 4 ) and 
concentration in va cu o gave 400 mg of crude product as 
a yellow oil. The crude oil was purified via flash 

10 chromatography over silica gel with 6:1 

chloroform/ethyl acetate to give 140 mg (56%) of title 
compound as a white crystalline solid, mp: 126-129 C. 
1h NMR(CDC1 3 ): d 0.31 (m.lH). 0.47 (m,2H), 0.57 
(m,lH),1.38 (m.lH), 2.05 (t.lH), 2.73 (t.2H). 3.77 

15 (8.3H). 5.06 (S.2H). 5.92 (s.lH), 6.72 (d,J = 8 Hz. 

1H). 6.84 (d, J = 7Hz, 2H), 7.08 <dd, J = 2, 8 Hz, 1H) , 
7.20 (d, J =7 Hz,2H), 7.21 (S.lH). 

step B : 3,4-dihydro -l-(4-methoxybenzyl)-3-methyl-4- 
20 " C yclopropyl-4-(2-butyn-l-yl)-6-chloro- 

T ,4« a?! oiin-2(lH)one — _ 

In a manner similar to Example 27, step C, 
from 1.30 g(3.41 mmol) of 3,4-dihydro-l-(4-methoxy- 
ben2yl)-4-cyclopropyl-4-(2-butyn-l-yl)-6-chloroquina- 

25 zolin-2(lH)one, 163.68 mg(3.50 mmol) NaH, and 484.00 
mg(3.41 mmol) of methyl iodide was obtained 1.17g(87%) 
of title compound as a white crystalline solid, 
mp: 128-129 °C. 

lH NMR(CI>C13): 5 0.15 (m.lH), 0.22 (m.lfl), 0.56 (m,2H), 
30 1,26 (m.lH), 1.90 (t.lH), 2.89 (dd, J = 2,16 Hz, 1H), 
2.95 (dd, J = 2,16 Hz, 1H), 3.26 (s,3H), 3.77 (s,3H), 
5.07 (q,2H), 6.70 (d,J * 8HZ.1H), 6,83 (d,J * 7 Hz. 
1H), 7.09 (dd. J = 2,7Hz, 1H), 7.16 (s.lfi), 7.18 (d, J 
s= 7 Hz, 2H). 
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Step C : 3 , 4-dihydro-3Hnethyl-4-cyclopropyl-4-(2-b^^^ 

l-vl)~6-chloroouinazolin-2(lH)one , 

In a manner similar to Example 27, step B, 
from 1.00g(2.53 mmol) of 3,4-diliydro-l-<4-methoay- 

5 ben2yl)-3-methyl-4-cyclopropyl-4-(2-butyn-l-yl)-6- 

chloroquinazolin-2(lH)one and 8 ml methylene chloride/8 
ml TFA over 18 hrs. was obtained 0.64g(91%) of the 
title compound as a white solid , mp: 204. 0-205. 5°C. 
l H NMR(CDC1 3 ): 8 0.27 <m,2H), 0.55 (m,2H), .1.26 <m,lH), 

10 1.89 (t.lH). 2.80 (dd, J * 2,17 Hz, 1H), 2.96 (dd,J = 
2,17 Hz, 1H), 3.70 <s,3H), 6-67 (d t J = 7 Hz, 1H), 7.12 
(s,lH), 7.18 (dd,J * 1,7Hz, 1H), 7.81<br s, 1H). 

15 

3 , 4-dihydro-3-methyl-4-cyclopropyl-4-(2-oxopropan-l~ 

vlV6-chlo roquinazolin-2(lH)one , 

A solution of 15.16 mg<0.07 mmol) of red HgO 
in 4.5 ml of 0.75M H 2 S0 4 was heated to 60*C. To the 

20 warm solution was added dropwise a solution of 125.00 
mg(0.46 mmol) of 3,4-dihydro-3-methyl-4-cyclopropyl-4- 
(2-butyn-l-yl)-6-chloroquinazolin-2(lH)one in 4 ml 
THF. A thick white suspension resulted, which quickly 
became a yellow-green solution. The solution was 

25 stirred at 60°C for 30 min. , and was cooled' to room 
temp. The reaction was diluted with 15 ml. ether, 
stirred for 5 min. t and the layers separated. The 
aqueous layer was extracted with 10 ml ether, and the 
combined ethereal extracts washed with 10 ml water and 

30 10 ml brine. Drying(anh.MgS04) and concentration in 
vacuo gave an off-white oil/solid ♦ The crude product 
was purified via flash chromatography over silica gel 
with ethyl acetate to give 92 mg(69%) of the title 
compound as a white solid mp: 178-179 °C. 
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5 



30 



lH NMR(CDC1 3 ): 5 0.29 (m.lH), 0.38 (m.lH), 0.59 (m,2H), 
1.26 (m,lH), 1.98 <8.3H). 2,96 (d J = 14 Hz, 1H), 3.09 
(S.3H), 3.13 (d.J = 14 Hz, 1H), 6.70 (d,J « 7 Hz.lH), 
7.06 (s.lH). 7.12 (dd.J - 2,7 Hz.lH), 8.84 (br S.1H). 

gg&gLES ™ AND 33 



3 , 4-dihydro-3-methyl-4-cyclopropyl-4-(2-(R) and iS^ 

10 To a solution of 94.00 mg(0.32 mmol) of 

3 4-dihydro-3-methyl-4-cyclopropyl-4-(2-oxopropan-l-yl)- 
6-chloro<iuinazolin-2(lH)one in 10 ml of absolute EtOH 
was added 60.53 mg(1.60 mmol) of NaBH 4 . After 2 hrs., 
an additional 15.00 mg(0.40 mmol) portion of HaBH 4 was 

15 added, and stirring continued. After 2.5 additional 
hrs., the reaction was partitioned between 15 ml of 0.5 
H HC1/ 15 ml chloroform. The aqueous layer was 
extracted with 10 ml chloroform, and the combined 
extracts washed with 15 ml water and 15 ml brine. 

20 DryingCanh. Na 2 S0 4 ) and concentration ia vacua gave 95 
mg of a clear oil. Separation of the diastereomeric 
mixture via flash chromatography over silica gel with 
2% methanol /chloroform gave 44 mg(46%) of the higher 
running (R)-alcohol as a white crystalline solid, mp: 

25 198-199 °C 

Ifl NMR(CDC1 3 ): 6 0.30 (m.lH), 0.42 (m.lH), 0.54 (m.lH), 
0.54 (m.lH), 0.59 (m,lH), 1.18 (d,J = 5 Hz.lH), 1.25. 
(m,lH), 2.00 (dd, J = 5,14 Hz. 1H) . 2.07 (dd, J * 5, 
14 Hz, 1H), 3.30 (s,3H), 3.76 (q.lH). 6.69 (d, J = 7 
Hz.lH), 7.05 (dd. J = 2.7HZ.1H). 7.20 (s.lH). 8.80 (br 
s.lH). Further elution of the column gave 19 mg(20X) 
of the lower running (S)-alcohol as a white solid, mp: 
221. 5-223. O'C. *H NMR(CDC1 3 ) : 6 0.27 (m.lH), 0.40 
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(m,lH), 0.51 (m.lH), 0.59 (m,lH), 0.90 (d, J - 4 
Hz,3H), 1.27 (m.lH), 1.77 (dd, J = 3,12 Hz, 1H>, 2.26 
<dd, J = 5, 14 Hz, 1H), 3.10 (S,3H), 3.70 (m,lH), 6.72 
(d, J = 7 Hz, 1H), 7.02 (s.lH), 7.05 (dd, J = 1,7Hz, 
5 1H), 9.07 (br s, 1H). 

mmx 34 

< + /_)-6-Chloro-4-cyclopropyl-3 , 4-dihydro-4-isopropyl- 
10 qn inazol in-2 ( lH)-one , 

Step A: (+/-)-6-Chloro-4-cydopropyl-3 , 4-dihydro-l- 
( 4-methoacybenzyl )-4-i sopropylquinazol in- 

2(ia>-one — 

15 To a stirring solution of 0.20 g (0.59 mrnol) 

of 6-chloro-4-cyclopropyl-l-(4-methyoacybenzyl)- 
quinazolin-2(lH)-one in 15 ml ether was added 151 mg 
(0.59 mrnol) of magnesium bromide etherate. After 30 
min, 0.59 ml (1.76 mmol) of a 2.0 M solution of 

20 isopropyl magnesium chloride in ether was added 
dropwise over- 2 min. After 16 hr the reaction was 
quenched with 10% HaHC0 3 and this mixture, after 
stirring for 15 min, was partitioned between H 2 0 and 
EtOAc. The organic layer was washed with brine, dried 

25 over Na2S04, concentrated, and the residue * 

chromatographed on silica gel using 1:2 Et0AC:hexane to 
give 95 mg (42%) of the title compound. 
X H NMR(CDC1 3 ): 6 0.10-0.12 (m, 5H), 0.83 (d, J=6.59, 
3H), 1.08 (d, J=6.84, 3H), 2.18 (m, 1H), 3.77 (s, 3H), 

30 5.02 (br s, 1H), 5.09 (br s, 2H), 6.66 (d, J=8.79, 1H), 
6.84 (d, J=8.54, 2H), 7.14 (d, J*8.30, 2H), 7.16 (dd, 
J=8.21, 2.42, 1H), 7.20 (d, J=2.20, 1H). 
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Step B: (+/-)-6-Chloro-4-cydopropyl-3,4-dihydro-4- 
i Ropropv1 , q«ina2ol in~ 2f lH)-one 



In the manner outlined in Example 42, step A, 
the title compound was prepared from (+/-) 6-Chloro- 
5 4-cyclopropyl-3 , 4-dihydro-l-(4-4-methoxybenzyl)-4- 
(2-propyl)quinazolin-2(lH)-one . 

3-H NMR(CDC1 3 ): 6 0.15-1.26 (m, 5H), 0.83 (d, J=6.8, 
3H), 1.08 (d, J=6.8,.3H), 2.13-2.23 (m, 1H) , 4.87 (br 
s, 1H), 6.65 (d, J=8.49, 1H), 7.07 (dd, J=8.46, 2.28, 
10 1H), 7.17 (d, J=2-20, 1H), 9.02 (br s, 1H). 
mp: 239-241 *C 

Txmix 35 

15 (+/_)-6-Chloro-4-cyclopropyl-3-methyl-3 , 4-dihydro-l- 

P Pl-hvl-4-cyflQproc v ^,'"P<*h ylaninagolin-2ClH)-:flne ■ 

To a room temperature stiring solution of 
290.8 mg (1.00 mmol) of 1+/-) 6-Chloro-4-cyclopropyl-4- 
cyclopropylmethyl-3-methyl~3 . 4-dihydroquinazolin~2(lH)- 

20 one in 8 ml DMF was added 79 mg (2.00 mmol) of 60% Naff 
in oil. After 20 min 568 mg (4.00 mmol) of iodomethane 
was added. After 16 hr the reaction was quenched with 
H 2 0 and solvents were removed invacuo to give a residue 
which was partitioned between 10% NaHC0 3 and EtOAc. 

25 The organic layer was washed with brine, dried over 

Na 2 S04, concentrated and the residue chromatographed on 
silica gel using 1:1.5 EtOAc:hexane to give 250 mg 
(82%) of the title compound as a colorless solid, 
mp: 108-110 °C. 

30 !h NMR (CDC1 3 ): 8 (m.lff), 0.04 (m, 1H), 0.20-0.68 (m, 
7H), 1.21 (m, 1H), 1.46 (dd, J=9.5, 5.5, 1H), 1.80 (dd, 
J=9.5, 5.5, 1H), 3.13 (s, 3H) , 3.31 (s, 3H), 6.72 (d, 
J*8.65, 1H), 7.20 (dd, j»8.65, 2.44, Iff), 7.32(d, 
j*2.42, Iff). 
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Try AMPLE 36 

(+/-)-6-Chloro-4-cyclopropyl-3-propargyl-3 , 4-dihydro-4- 
pyr,lopropvlmethvlQtiinazoliP-2 f 1H)-Pne 

5 

Step A : (+/-)-6-Chloro-4-cyclopropyl-3-propargyl-3, 
4nIihydro-l-(4-methoxybenzyl)-4-cyclopropyl-. 

e>ethyiOTipa3plin-2(lB)-<ffle 

In the manner outlined in Example 35. the 
10 title compound was prepared from (+/-) 6-chloro-4-cyclo- 
propyl-3 , 4-dihydro-l-(4-methoxybenzyl )-4-cyclopropyl- 
methylg.uinazolin-2(lH)-one. 

hi NMR(CDC1 3 ): 8 (-) 0.40 - (-> 0.15 (m,lH), 0.00-0.86 
<m, 8H), 1.42 (m.lH), 1.57 (ddd, J«174.6, 14.6, 5.9, 
15 2H), 2.18 (t, J*2.4, 1H), 3.74 (s, 3H) , 4.49 (ddd, 
J^98.9, 17.6, 2.4, 2H), 5.07 (dd, J=65.9, 16.3, 2H), 
6.66 (d, J=8.8, 1H). 6.81 (d, J=8.6, 2H), 7.04 (dd, 
J=8.79, 2.44, 1H), 7.17 (d, J«8.6, 2H) , 7.38 (d, 
J=2.38, 1H). 

20 

Step E : (+/->-6-Chloro-4-cyclopropyl-3-propargyl-3 , 
4-dihydro-4-cyclopropylmethylguinazolin- 

2(Xg>,-one 

In the manner outlined in Example 42, step A, 
25 the title compound was prepared from (+/-)-6-chloro—4- 
cyclopropyl-3-propargyl-3 , 4-dihydro-l-(4-metboxybenzyl)- 
4-cyclopropylmethylquinazolin-2 ( lH)-one , 
mp: 15 8-161* C 

% NMR(CDC1 3 ): 8 0.19-1.83 (m, 12H), 2.19 (s, 1H) , 4.22 
30 (dd, J=17.4, 1.47, 1H), 4.58 (dd, J*17.4, 1.47, 1H), 
6.60 (m, 1H), 7.13-7.41 (m, 3H). 
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SAMPLE 37 

(+)-6-Chloro-4-cyclopropyl-3-ethyl-3 , 4-dihydro-4-propyl- 
qinnazolin-2(lH)-Qne . — 

5 

Step A : (+)-6-Chloro-4-cyclopropyl-3 , 4-dihydro-l- 

(A- m ptho3rebengvn-4-pro pvlquina7.olin-2(lH)-ong, 
To a stirred solution of 0.77 g (2.94 mmol) 
of (+) 6-chloro-4-cyclopropyl-3,4-dihydro-4-propyl- 

10 quinazolin-2(lH)-one, in 10 ml DMF was added 141.2 mg 
(3.53 mmol) of 60% NaH in oil. After 1 hr at room 
temperature 0.44 g (2.94 mmol) of Hal followed by 0.483 
g (3.09 mmol) of 4-methorybenzyl chloride were added to 
the reaction. After 16 hr the solvent was removed 

15 under reduced presure and the residue was partitioned 
between H 2 0 and EtOAc . The organic layer was washed 
with brine, dried overNa2S04 and concentrated to yield 
a residue which was chromatographed on silica gel using 
97:3 CHC1 3 :CH 3 0H to give 1.06 g (94%) of the title 

20 compound as a colorless solid. 

% NMR (CDC1 3 ): 8 0.15-0.6 (m, 4H), 0.89 (t, J«7, 3H), 
1.1-1.22 (m, 1H), 1.4-1.65 (m, 2H), 1.80-1.92 (m, 1H), 
3.77 (s, 3H), 4.95-5.12 (m, 2H) , 5.32 (s, 1H) , 6.69 
(d, J-9, 1H), 6.83 (d, J=8. 2H) , 7.05 (dd, J=9, 2, 1H), 
'25 7.14 (d. J=2, 1H), 7.17 (d, J=8, 2H ). 

Step B : (+)-6-ChlorO-4-cyclopropyl-3-ethyl-3 , 

4-dihydro-l-(4-methoxybenzyl)-4-propylquina- 

7r0 lin-2(lH)-one , 

30 In the manner outlined in Example 35, step A, 

the title compound was prepared from (+)-6-Chloro-4- 

cyclopropyl-3 , 4-dihydro-l-(4-methoxybenzyl)-4-propyl- 

quinazolin-2(lH)-one . 
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!h NMR(CDC1 3 ): 5 0.30-0.67 <m, 4H), 0.86 <t, J=4.9, 
3H>, 1.02-1.29 (m, 4H>, 1.32 (t, J=7.0, 3H), 1.70-1.82 
(m, 1H) 2.54-2.70 (m, 2H), 3.76 (s, 3H), 5.05 (br s, 
2H), 6.62 (d, J=8.9, 1H), 6.83 (d, J=8.6, 2H), 7.01 
5 (dd, J=8.8, 2.4, 2H>, 7.15 <d, J*8.7, 2H), 7.19 (d, 
J=2.4, 1H). 

Step C ; (+)-6-Chloro-4-cyclopropyl-3-ethyl-3 , 
i hvdro~4-i>ropvlcminazolip-2C 1B)-Qne 
10 in the manner outlined in Example 42, step A, 

the title compound was prepared from (+)-6-Chloro- 
4-cyclopropyl-3-ethyl-3 , 4-dihydro-l-(4-raethoxybetizyl>-4- 
propylquina2olin-2(lH>-one . 

X H NMR(0DC1 3 ): 8 0.38-0.68 (m, 4H), 0.85 (t, J=6.78, 
15 3S), 0.98-1.90 (m, 10H) , 6.59 <d, J=8.24, 1H), 7.09 (d, 
J«6.96. 1H), 7.15 (d, J=1.83, 1H), 8.21 (br 6, 1H). 

20 (+/-)-6-Chloro-4-cyclopropyl-3-methyl-3 , 4-dihydro-4- 
i a npropvimRthvlQuinagolin-2flH)-one 

Step A : (+/-)-6-Chloro-4-cyclopropyl-3 , 4-dihydro-l- 
( 4-methoxybenzyl )-4-i sopr opylmethylquina- 

25 zolin-2(lH)~one_ J 

In the manner outlined in Example 34, step A, 
the title compound was prepared from 6-chloro-4- 
cyclopropyl-lr (4-methoxybenzyl )quinazolin-2 ( lH>-one . 
3-H NMR(CPC1 3 ): © 0.27-0.57 (m, 3H) , 0.75 (d, J=6.64, 

30 3H), 0.95 (d, J=6.64, 3H), 1.15-1.27 (m, 2H>, 1.53-1.96 
(m, 3H), 3.77 (8, 3H), 4.93 (br S, 1H), 5.05 <br S, 
2H), 6.68 (d, J=8.79, 1H), 6.84 (d, J=8.6, 2H), 7.04 
(dd, J*8.79, 2.34, 1H), .7.14-7.21 (m, 3H). 
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step B : (+/-)-6-Chloro-4-cyclopropyl-3-methyl-3 , 

4-d ihydro-l-(4-methoxybenzyl)-4-isopropyl- 

In the manner outlined in Example 35, step A, 
5 the title compound was prepared from (+/-)-6-Chloro-4- 
cyclopropyl-3,4-dihydro-l-(4-methoxybenzyl)-4-isopropyl 

methylquinazolin-2(lH>-one . 

% NMR(CDC1 3 ): 8 0.19-0.62 (m, 3H) , 0.63 (d, J=6.37, 
3H), 0.92 (d, J-6.38, 3H) , 1.22-1.94 (m, 5H>, 3.13 (s, 
10 3H), 3.76 (S.3H), 5.08 (m, 2H), 6.62- (d. J-8.85, 1H>, 
6.83 (d, J=8.71, 2H>, 7.01 (dd, J=8.8l, 2.41, 1H), 7.11 
(d, J«2.42, 1H). 7.15 (d, J=8.79. 2H). 

c; te p c: (+/-)-6-Chloro-4-cyclopropyl-3-methyl-3 , 
15 4-dihydro-4-isopropylmethylquinazolin- 

?nm-one _ 

In the manner outlined in Example 42, step A, 
the title compound was prepared from <+/-)~6-Chloro-4- 
cyclopropyl-3-methyl-3 , 4-dihydro-l-(4-methoxybenzyl>-4- 
20 igopropylmethylquinazolin-2(lH)-one . 
mp: 213-214° C 

lH NMR(CDC1 3 ): $ 0.25-0.71 (m, 3H), 0.64 (d, J*6.32, 
3H). 0-90 (d, J=6.54, 3H) , 1.19-1.94 (m, 5H>, 3.07, (s, 
3H), 6.62 (d, J=8.22, IB), 7.07 (s, 1H), 7.10 (d, 
25 J=2.25, 1H), 8.39 (br S. 1H)- 

KIT AMPLE 39 



30 



(+ /_)-6-Chloro-4-cyclopropyl-3 , 4-dihydro-4-n-butylguin- 
rfl yp-^lH)-one . — " 
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Step A : (+/-)-6-Chloro-4-cyclopropyl-3,4-(Jihydro-l- 
( 4-methoxybenzyl )-4-n-butylquinazolin- . 

2(1H>0P8 

To a stirring mixture of 126.7 mg (5.21 mmol) 

5 of magnesium turnings in 12 ml of THF was added a 
catalytic amount of n-butyl bromide. Reaction was 
initiated by addition of a catalytic amount of iodine 
and heating. Reaction was maintained at 60°C and the 
remaining n-butyl bromide, 776.3 mg (5.66 mmol), was 

10 added dropwise over 7 min. After 30 min, 250 mg (0.73 
mmol) of 6-chloro-4-cyclopropyl-l-(4-methoxybenzyl) 
quinazolin~2(lH)-one dissolved in 20 ml THF was added 
dropwise over 12 min. After 30 min the reaction was 
quenched with water and extracted into EtOAc. The 

15 organic layer was washed with 10% NaEC03, brine, dried 
over Na 2 S04, concentrated and the residue 
chromatographed on silica gel using 1:2 EtOAcrhexane to 
give 120 mg (38%) of the title compound as a colorless 
solid. 

20 1h NMR (CDCI3) : 6 0.28-0.59 (m, 3H), 0.871 (t, J=7.14, 
3H), 1.07 (m, 8H), 3.77 (s, 3H), 4.79 (br s, 1H), 5.04 
(br s, 2H), 6.69 (d, J=8.6, 1H), 6.84 (d, J=8.54, 2H), 
7.04 (dd, J=9.28, 2.44, 1H), 7.15 (d, J«1.84, 2H), 7.18 
(S, 1H). 

25 

Step B: (+/-)-6-Chloro-4-cyclopropyl-3 , 4-dihydro- 

6-n-biitvlquinazolin-2 ( lH")-one 

In the manner outlined in Example 42, step A, 
the title compound was prepared from (+/-)-6-Chloro-4- 
30 cyclopropyl-3 ,4-dihydro-l-(4-methoxybenzyl)-4-n-butyl- 
quinazolin-2 (lH)-one . 
mp:136-l38*C 
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10 



% NMR(CDC1 3 ): 5 0.29-1.95 (m. 11H), 0.85 (t. J=7.03, 
3H). 5.07 (br 8, 1H). 6.67 (d, J-8.3. IH), 7.08 (d, 
J-2.20. IH), 7.12 <dd, J-4.12. 2.23, 1H>. 8.69 (br 
IH). 

FT AMPLE 40 

( -0-6-Cbloro-4-cyclopropyl-3-methyl-3 , 4-dihydro-4-n- 
r^pylquipn^^ 1 flu-^lH^-one — 

Step A : (+)-6-Chloro-4-cyclopropyl-3-methyl-3 , 

^ d ihydro-l-(4-metboaybenzyl)-4-n^propylquina- 

■,AiiT,-?nHUone 



In tbe manner outlined in Example 35, step A, 
15 tbe title compound was prepared from <+)-6-Chloro-4- 
cyclopropyl-3 , 4-dibydro-l-(4-methoxybenzyl)-4-propyl- 
quinazolin-2(lH)-one . 

lH NMR(CDC1 3 ): 6 0.06-0.60 (m, 4H), 0.91 (t, J=7.32, 
3H). 1.08-2.06 (m, 5H), 3.14 (s, 3H). 3.77 (s, 3H) , 
20 4.95-5.13 Cm, 2H), 6.64 (d,J=8.92, IH), 6.83 (d, 

j=8.60. 2H), 7.03 (dd, J=8.79, 2.33, IH) . 7.04-7.19 (m, 
3H). 

Sie^: (+)-6-Chloro-4-cyclopropyl-3-methyl-3 , 
25 4 hvA r o- 4-^-propvlnn i naaol in-2 ( lH>one 

In tbe manner outlined in Example 42, step A, 
tbe title compound was prepared from (+)-6-Chloro-4- 
cyclopropyl-3-methyl-3,4-dibydro-l-(4-metboxybenzyl)-4- 

n-propylquinazolin-2(lB)-one . 

30 m p: 133-135 "C 

lH NMR(CDC1 3 ): S 0.19-0.61 (m, 4H), 0.90 (t, J*7.57, 
3H), 1.05-2.00 (m, 5H) . 3.08 (s, 3fl) , 6.59 (d, J=8.31, 
IH)! 7.06 (d, J»2.20, IH), 7.10 (dd, J-8.41, 2.28, IH) , 
7.71 (br s, IH). 
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PWtf 41 

(+/-.)-6-Chloro-4-allyl-3 , 4-dihydro-4-cyclopropylauina- 

• ^lin-?(lH)-<?ne : 

5 In the manner outlined in Example 39, step A, 

the title compound waB prepared from 6-chloro-4- 
cydopropylquinazolin-2(lH)-one . 
mp: 84-85 *C 

% NMR(CDC1 3 ): 8 0.29-1.90 (m, 5H>, 2.48-2.67 <m, 2H>, 
10 4.99 (s, 1H), 5.13 T, J=10.25, 2H), 5.68-5.83 <m, 1H>, 
6.66 (d, J-8.49, 1H), 7.12 <dd, J*8.49, 2.25, 1H), 7.19 
(d, J=2.20, 1H), 8.20 (8, 1H). 

JjSTAM ffLB 42 

(+/-) 6-Chloro-4-cyclopropyl-3 , 4-dihydro-4-propylguina- 

soljn-2(lH> r one __ 

To a stirred solution of 42 mg (0.11 mmol) of 
(+/-) 6-chloro-4-cyclopropyl-l-<4-methoxybenzyl)-3, 

20 4-dihydro-4-propylquinazolin-2<lH)-one in 1 ml of 

CH 2 CL2 at 10 °C was added 1 ml Of TFA. After 1 hr at 
10*C followed by 1 hr at rt, the reaction mixture was 
concentrated under reduced pressure and the residue was 
partitioned betwen EtOAc and and water. The organic 

25 layer was washed with 10% NaHC0 3 , brine, dried over 
Na2S(>4 and the solvent removed under reduced pressure. 
The resulting residue was chromatographed on silica gel 
, using 1:1 EtOAc: hexane followed by hexane trituration 

to give 13 mg (45%) of the title compound as a 

30 colorless solid mp: 94-97*C 
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1 H NMR (CDCI3): S 0.31-0.61 (m, 4H) , 0.89 (t, J=7. 
3E), 1.08-1.92 (m, 5H), 4.88 (br 8, 1H) , 6.64 (d, 
J-8.43, 1H), 7.13 (dd, J-8.24, 2.20, 1H), 7.14 (d, 
J=2.01, 1H). 7.89 (br s, 1H). 



gyftMPlJ: 43 

(+) -6-Cbloro-4-cyclopropyl-3 , 4~dihydro-4-propyl<luina- 
10 afliia^oa^iflae " 

£teT> A ; (+)-6-Chloro-4-cyclopropyl-3 , 4-dihydro-l- 
***** ^ n ^ ? >i a Tivi-/ f-ri-»rvian^a7ioHn-?fli)-one 

3.86 g (14.58 mmol) Of (+/-> 6-chloro-4- 
15 cy clopropyl-3,4-dihydro-4-propylquiBa2olin-2<lH>-one. 
7 90 g (36.45 mmol) of (-) camphanic chloride, and 1.78 
g (14 58 mmol) of 4-dimethylaminopyridine were combined 
and stirred in 90 ml of CH 2 C1 2 at room temperature. 
6 6 4 g (65.61 mmol) of trietbylamine was added dropwise 
20 over 20 min. After 15 br the solvent was removed under 
reduced pressure and the residue diluted with 500 ml of 
EtOAc . This was washed with 10% citric acid, water, 
brine, dried over Na 2 S0 4 and concentrated to yield 11 g 
of a residue containing four components. The slowest 
25 moving component was isolated by silica chr6matography 
using 1:7 EtOAc:CHCl 3 and characterized as the title 
compound, 2.21 g (34%). 

1 H NMR (CDCI3): 5 0.13-0.18 (m, 1H) , 0.39-0.56 (m, 
3H), 0.80 (S, 3H),0.92 (t, J-7.3, 3H), 1.09 (s. 3H), 
30 1.10-1.22 (m, 1H), 1.22 (s, 3H), 1.33-1.40 (m, 1H), 
1 69-1 80 (m. 3H), 1.92-2.04 (m, 2H) , 2.54-2,60 (m, 
2H>. 6.25 (br s, 1H), 7.08 (d, J-2.44, 1H) , 7.20 (dd. 
j=8.9. 1.4, 1H), 7.70 (d, J=9.0, 1H). 
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Step B: (+)-6-Chloro-4-cyclopropyl-3 , 4-dihydro-4- 

p^opvl^innzol in-2(lH)-one 

To a stirred room temperature solution of 
1.49 g (3.35 mmol) of (+)-6-chloro-4-cyclopropyl-3,4- 

5 dihydro-l-carophanyl-4-propylquinazolin-2(lH)-one in 60 
ml methanol was added 0.926 g (6.70 mmol) of K 2 C0 3 . 
After 30 min 0.926 g (6.70 mmol) additional K 2 C0 3 was 
added and the mixture was warmed to 45 *C. After 30 min 
another 0.926 g (6.70 mmol) of K 2 C(>3 was added and the 

10 mixture was refluxed. After 16 hr the reaction was 

concentrated under reduced pressure and the residue was 
partitioned between water and EtOAc. The organic layer 
was washed with brine, dried over Ka 2 S04 and 
concentrated to yield a solid which was chromatographed 

15 on silica gel using 95:5 CHClgtMeOH to give 0.662 g 
(7.5%) of the title compound as a colorless solid, 
mp: 188-190° C 

*H NMR (CDC1 3 ): 8 0.31-0.61 (m, 4H), 0.89 (t, J=7.33, 
3H), 1.08-1.92 (m, 5H), 4.88 (br s, 1H), 6.64 (d, 
20 j=8.43, 1H)\ 7.13 (dd, J=8.24, 2.20, 1H), 7.14 (d, 
J=2.01, 1H), 7.89 (br 8, 1H) 

TDTAMPUS 44 AND 45 



25 6-Chlor o-4-cyclobutyl-4-cyclopropyl-3 , 4-d ihydroquina- 
zolin-2(lH)-one and 

6-Chloro-4-cyclobutyl-4-cyclopropyl-3-methyl-3 , 4-di- 
hvdrotminazol i n-2 (IH)-One- 

30 step A ; 6-Chloro-4-cyclobutyl-4-cyclopropyl~l- 

(4-methoxybenzyl)-3 , 4-dihydroquinazolin- 

2(im-one _ 

Cyclobutyl magnesium bromide was prepared by 
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adding dropwise a solution of 3.0 g (0.22 mol) of 
cyclobutylbromide in 15 mL of anhydrous THF to a 
stirred suspension of 450 mg (0.185 g-atom) magnesium 
turnings in 6 mL of THF, stirred under argon at 

5 45-50-C. When the magnesium had been consumed (2h), 
the solution was diluted with 14 mL THF to a final 
concentration of ca. 0.55 M. The title compound was 
prepared by the addition of 18 mL (9-10 meg.) of the 
cyclobutylmagnesium bromide solution to a mixture of 

10 l.Og (3.0 mmol) of 6-chloro-4-cyclopropyl-l- 

(4-methoxybenzyl)quinazolin-2(lH)-one and 774 mg (3.0 
mmol) of magnesium bromide etherate in 40 mL of 
anhydrous ethyl ether as described in Example 27, Step 
- A. Chromatographic purification of the crude product 

15 afforded 295 mg (25%) of the title compound: 

lH KMR (CDC1 3 ): 6 0.10-0.60 (m, 4H); 1.16 (m, 1H); 
1.62-2.07 (m, 6H); 2.87 (m, 1H); 3.77 (s. 3H); 4.92 (s, 
1H); 4.99 (d, J A = 16 Hz, 1H A ); 5.06 (d, J B = 16 Hz, 
1H B ); 6.67 (d, J = 9 Hz, 1H); 6.84 (d. J = 8.5 Hz, 2H); 

20 7.04 (dd, J = 2, 8.9 Hz, 1H); 7.16 (m, 3H). 

ste1> b : 6-Chlor o-4-cyclobutyl-4-cyclopropyl-l- 

~~ (4-methoxybenzyl)-3-methyl-3 ,4-dihydroquina- 

zsXin=2£2£±=sms. 

25 The product from Step A (120 mg, t.3 mmol) 

was treated according to the method of Example 14, 
Step B to yield 120 mg of the crude product. This was 
purified by flash chromatography on silica gel, eluting 
with 95/5 CHCl 3 /Et0Ac to give 90 mg of pure title 
30 compound as a white solid: 

lH HMR (CDCI3): 5 0.68-1.00 (m,4H); 1.20-1.88 (m, 7H); 
2.55 (m, 1H); 3.25 (s, 3H); 4.76 (d, J A = 16 Hz, 1H A ); 
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5,23 (d„ J B - 16 Hz, 1H B ); 6.69 (d. J = 8.7 Hz, 1H) ; 
6.84 (d, J * 8.7 Hz, 2H); 7.09 <dd, J * 2, 8. 7. Hz, 1H); 
7.18 (d, J - 8.7 Hz, 2H); 7.63 (d, J - 2Hz, 1H). 

5 step C: 6-Chloro-4-cyclobutyl-4-cyclopropyl-3, 

i hvd roan i na zol in-2 ( lH)-one 

The product from Step A (95 mg, 0.23 rnmol) 
was stirred in a mixture of 2 mL each dichloromethane 
and trifluoroacetic acid under argon for 36 h. Removal 

10 of the volatiles left a residue which was dissolved in 
EtOAc. The EtOAc solution was washed successively with 
aqueous saturated HaHC0 3 , water and brine and dried 
over MgS0 4 . Evaporation of the solvent yielded 70 mg 
of a pale yellow solid which was triturated with 

13 acetonitrile to afford pure title compound, mp 
221-222'C. 

% NMR (CDC1 3 ): 8 0.12-0.64 (m, 4H>; 1.16 (m, 1H> ; 
1.60-2.10 (m, 6H); 2.83 (m, 1H); 4.93 (s, 1H); 6.63 (d, 
J = 8.5 Hz, 1H); 7.15 (m, 2H); 7.93 (S, 1H). 

20 

Step D: 6-Chloro-4-cyclobutyl-4-cydopropyl- 

?-mpfhvl-3 , 4-di hvdroquip»zolin-2( lHVone 
The product from Step B (88 mg, 0.22 rnmol) 
was treated according to Step C (Example 44) to yield 
25 the title compound as an oil which crystallized from 
acetonitrile: mp 231-232'C; 

X H NMR (CDCI3): 5 0.66-0.96 (m, 5H); 1.19-1.30 (m, 2H); 
1.40-1.98 (m, 6H); 2.58 (m, 1H); 3.18 (s, 3H); 6.60 (d, 
j = 8.5 Hz, 1H); 7.10 (br s, 1H); 7.17 (dd, J = 2, 8,5 
30 Hz, 1H); 7.57 (d, J - 2 Hz, 1H). 
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^_r>,i^r ^-rvr.lo 0 ror Yi-^^vl-3--r7-niet;hQ^YethYX>--- - 
^ ^riihvdro 'TiJtiazolin-Zam-Oae 

5 

Step A ; 6-Chloro-4-cyelopropyl-3 , 4-dihydro-l-(4- 

methoxybenzyl)-4-(2-triisopropylsilylethynyl) 

T1 4n ag nlin-2flH)-One 

A suspension of 14.2 g (44.0 mmol) of 

10 magnesium trif luoromethanesulf onate and 5.0 g (14.7 
mmol) of 6-chloro-4-cyclopropyl~l-(4-methoxybenzyl)- 
quinazolin-2(lH)-one in 100 mL of anhydrous ethyl ether 
was stirred under argon at room temperature for 30 
minutes. To this mixture was added a cold solution of 

15 i_iithio-2-(triisopropylsilyl)acetylene (prepared at 
-78" by dropwise addition of 17.6 mL (44.0 mmol) of 
n-butyllithium (2.5 N in hexane) to 9.9 mL (44.0 mmol) 
of trimethylsilylacetylene in 100 mL of ethyl ether); 
stirring was continued at rt for 18 hr. The reaction 

20 W as quenched by addition of 50 mL of CHCl 3f followed by 
15 mL of a pH 10 solution containing saturated aqueous 
NH 4 C1 (12. mL) and NH 4 0H (3 mL). After 30 min the 
organic phase was decanted and the residue was washed 
twice with fresh CHCI3. The combined CHCI3 solutions 

25 were washed with brine and dried (Na 2 S0 4 ) . Removal of 
the solvent left an oil which was flash chromatographed 
on silica gel (25% to 407. EtOAc gradient in hexane) to 
afford 6.18 g (857.) of the title compound as a white 
solid: 

30 1 H NMR (CDCI3): 6 0.57-0.99 (m, 4H); 1.04 (s, 21 H); 

3.77 (s, 3H); 5.04 (d, J A = 16 Hz, 1H A ); 5.13 (d, J B = 16 
Hz, IHjj) ; 5.341 (s, 1H); 6.72 (d, J = 9 Hz, 1H); 6.83 
(d, J = 9 Hz, 2H); 7.09 (dd, J = 2, 9 Hz, 1H); 7.18 (d, 
J = 9 Hz, 2H); 7.48 (d, J = 2 Hz, IB). 
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10 



15 



20 



Step B : 6-Chloro-4-cyclopropyl-4-ethynyl-l-(4-methoxy- 
benzyl >-3~ ( 2-methoxyethyl )-3 , 4-d ihydroquina- 
zolin-2(lH)-one (BX) and 6-chloro-4-cyclo- 
propyl-l-( 4-methoxybenzyl )-4-(4-methoxy- 
butynyl)-3-(2-methoxyethyl)-3 , 4-dihydroauina- 

z^lia=ZOB^=finfi (B2) — 

Sodium hydride (120 ag of a 60% oil 
dispersion, 3.0 mmol) was added to a solution of the 
product from Step A (750 mg, 1.5 mmol) in 15 mL of 
anydrous DMF under argon and the mixture was stirred at 
25°C for 20 min, after which 0.75 mL (8.0 mmol) Of 
bromomethyl methyl ether was added. After stirring for 
18 h at 50 e C, the solution was cooled to 25°C, treated 
with an additional 3.0 mmol each of sodium hydride and 
the bromomethyl ether and the solution was stirred at 
rt for 48 h. The reaction mixture was poured into 200 
mL of cold water and extracted with 3 x 75 mL EtOAc. 
The combined organic layers were washed successively 
with water and brine and dried over MgS0 4> Evaporation 
of the solvent yielded 1.5 g of an oily residue which 
was flash chromatographed on silica gel to provide the 
following: 70 mg of unreacted starting material 
(product of Step A), then 450 mg of the monoalkylated 
title compound (Bl) : 

1h NMR (CDC1 3 ): 8 0.32-0.52 (m, 2H>, 0.62-0^89 (m, 2H), 
1.30-1.43 (m, 1H), 2.73 (s, 1H); 3.39 (s, 3H); 
3.60-3.86 (m, 4H); 3.77 (s, 3H>; 5.01 (d, J A = 16 Hz, 
1H A ); 5.17 (d, J B = 16 Hz, 1H B ); 6.71 (d, J « 9 Hz, 
1H); 6.83 (d, J = 9 Hz, 2H); 7.11 (dd, J = 2, 9 Hz, 
1H); 7.15 (d, J - 9 Hz, 2H); 7.46 (d, J - 2 Hz, 1H). 
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Continued elution afforded 115 mg of the bis-alkylated 
title compound (B2): 

lH HMR (CDC1 3 ): 6 0.36 (dd, J « 8. 15 Hz, 2H>; 
0.56-0.96 (m, 3H); 2.58 <t, J - 7 Hz. 2H>; 3.39 (8, 
3H); 3.41 <s, 3H); 3.50-3.70 <», 6H); 3.76 (s, 3H); 
5.00 (d, J A » 16 Hz, 1H A ); 5.17 (d, J B = 16 Hz, 1H B ); 
6 69 (d, J » 9 Hz, 1H>; 6.82 (d, J = 9 Hz, 2H); 7.08 
(dd, J = 2, 9 Hz, 1H); 7.13 (d, J - 9 Hz, 2H) ; 7.46 (d, 
J s 2 Hz, 1H). 

step C : 6-Chloro-4-cyclopropyl-4-ethynyl-3-(2- 
methoxyethyl)-3,4-dihydroquinazolin- 

2(lH)-one 



In a manner according to entry Example 14, 
15 step C, the title compound was prepared from 450 mg of 
monoalkylated product (Bl) from step B to give 170 mg 
of a white solid, mp 131-133 -C: 

% KMR (CDC1 3 ): 8 0.39-0.50 (m, 2H); 0.60-0.90 (m, 2H); 
1.35-1.48 (m. 1H); 2.72 (s, 1H); 3.39 (s, 3H) ; 
3 59-4.12 (m. 4H); 6.70 (d, J = 8 Hz, 1H) ; 7.20 (dd, J 
- 2 8 Hz, 1H); 7.40 (d, 3=2 Hz, 1H) ; 8.06 (br s, 1H) 



SAMPLE 47 



25 6-Chloro-4-cyclopropyl-4-ethynyl-3-(3-propyhyl)-3 ,« 
d4 frvrtroou? p ?*"1 in-2(1H)-One — - 



Step A : 6-Chloro-4-cyclopropyl-3 , 4-dihydro-l-(4- 
methoxyenzyl ) -4- ( 2-tr imethyls i lylethyny 1 ) 

30 yi ^ ff y.ftlin-2(lH)-ong __ 

A suspension Of 8.51 g (26.4 mmol) of 
magnesium trifluoromethanesulfonate and 3.0 g (8.8 
nmol) of 6-chloro-4-cyclopropyl-l-(4-methoxybenzyl)- 
quinazolin-2(lH)-one in 100. mL of anhydrous ethyl ether 
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was stirred under argon at room temperature for 30 
minutes. To this mixture was added a cold solution of 
l-lithio-2-(trimethyleilyl)acetylene (prepared at -78-C 
by dropwise addition of 10.5 mL (26.25 mmol) of 
n-butyllithium (2.5 W in heacane) to 3.7 mL (26.4 mmol) 
of trimethylsilylacetylene in 80 mL of ethyl ether); 
stirring was continued at rt for 5 hr. The reaction 
was quenched by addition of 30 mL of CHC1 3< followed by 
8 mL of a pH 10 solution containing saturated aqueous 
NH 4 C1 (7. mL) and NH4OH (1 mL). After 30 min the 
organic phase was decanted and the residue was washed 
twice with fresh CHC1 3 . The combined CHCI3 solutions 
were washed with brine and dried (Na 2 S0 4 ). Removal of 
the solvent left a residue which was flash 
15 chromatographed on silica gel (25* to 50% EtOAc 
gradient in heacane) to afford 2.48 g of the title 
compound as a waxy white solid: 

% NMR (CDCI3): 8 0.20 (s, 9H); 0.57-0.90 (m, 4H); 
1.40-1.50 (m, 1H); 3.81 (s, 3H)j 4.97 (d, J = 17 Hz. 
20 iH a ); 5.33 (d, J = 17 Hz, lH b ); 5.34 (s, 1H); 6.76 (d, 
j . 9 Hz, 1H); 6.87 (dd, J « 2, 7 Hz, 2H); 7.14 (dd, J 
= 2, 9 Hz, 1H); 7.22 (d, 3 = 9 Hz, 2H); 7.50 (d, J - 2 
Hz, 1H). 

25 step B : 6-Chloro-4-cydopropyl-4-etbynyl-l-(4- 

methoxybenzyl )-3-(3-propynyl )-3 , 4-dihydro- 
^^nH^-Sdm-one 



The. product from Step A (220 mg, 0.5 mmol) in 
5 mL of anhydrous DMF was treated with 30 mg (0.75 
30 mmol) of sodium hydride (60% dispersion in oil) under 
argon. After 10 min at room temp, the miacture was 
treated with 0.22 mL (2.0 mmol) of propargyl bromide 
(80% in toluene). The reaction proceeded at ambient 
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temperature and was worked up as descrxbed xn Example 
46 step B. The 280 m 6 of crude product was pur xf led 
by flash chromatography over silica gel (60% EtOAe in 
hexane) to afford 180 mg of the title compound as an 

Inlm CCDC1 3 >: 8 0.42-0.63 (m, 2H); 0.68-0.81 (m . 
«>;. 0.84-0 3 95 <m, 1H) i 1.41-1.52 <». 
« 2.3 Hz, 1H); 2.73 (.. 11); 3.77 (s. 3H); 4 55 <t. J = 
2.7 Hz, 2H); 5.05 <d. J A - 16 Hz, 1H A ); 5.20 <d Jb=16 
10 Hz, 1 H B ); 6.73 <d. J - 9 Hz, 11); .6.82 (d, 3 - 9 Hz, 
2^112 (dd, J =2, 9 Hz, 1H); 7.18 <d. J = 9 Hz, 
2H); 7.48 (d, J= 2 Hz, 1H). 

Sfep c : 6-Chloro-4-cyclopropyl-4-ethynyl-3-(3- 

In a manner according to Example 14, step C, 
40 mg of the title compound, mp 188-190% was prepared 
from 180 mg of the product from step » : 
1 H MMR (CPC1 3 ): « 0.45-0.96 (m, 4H); 1.42-1 58 (m 1H , 
20 2.22 (s, Ik); 2.74 (s. IB); 4.45 (d, J A = 20 Hz, IH A ). 
4 54 (d, J B =20 Hz, 1H B ); 6.70 <d. J « 8.5 Hz, 1H), 
7 20 <dd, 5 - 2, 8.5 Hz. 1H); 7.43 <d. J - 2 Hz. 1H); 
7.80 (br s, 1H). 



25 



TRAMPLE 48 

6-Chloro-4-cyclopropyl.4-ethynyl-3-methyl-3 , 4-dihydro- 

)lin=2 



30 steoA: 6-Chloro-4-cyclopropyl-4-ethynyl-l-<4- 

m ethoxybenzyl)-3-metbyl-3 , 4-dihydroquina- 

r ii v ?nHVone — 

The product from step A, Example 47 (220 mg, 
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0.5 mmol), in 5 nL of anhydrous TMF was treated with 30 
tug (0.75 mmol) of sodium hydride (60% dispersion .in 
oil) under argon.. After 5 min the mixture was treated 
with 0.31 mL (5.0 mmol) of iodomethane and stirring was 

S continued at room temperature for 24 h. The mixture 
was poured into 50 mL cold aqueous saturated NH4CI 
solution and extracted twice with EtOAc. The combined 
extracts were washed, successively with water and brine 
and then dried over MgS0 4 . Evaporation of the EtOAc 

10 gave 160 mg of the title compound as a waxy solid: 

1h NMR (CDCI3): S 0.40-1.40 (m, 5H), 2.68 (S, 1H), 3.29 
(s, 3H). 3.77 (s, 3H). 4.99 (d, J A =16 Hz, 1H A ); 5.20 
(d, J B =16 Hz, 1H B ); 6.70 (d, J = 8.5 Hz, 1H); 6.83 (d, 
J = 8.5 Hz, 2H); 7.11 (dd, J * 2, 8.5 Hz, 1H); 7.17 (d, 

15 J a 8.5 Hz, 2H); 7.49 (d, J * 2 Hz, 1H). 

Step B: 6-Chloro~4-cyclopropyl-4-ethynyl-3-methyl-3, 

^{hydroq «ina2olin-2flH>-one — . — 

The title compound was prepared in a manner 
20 according to Example 14, step C, from the product of 
step A. There was obtained 44 mg of pure title 
compound, mp 169-170*C; 

X H NMR (CDCI3) 8 0.40-0.90 (m, 4H); 1.30-1.44 (m, 1H), 
2.68 (s, 1H); 3.24 (s, 3H); 6.66 (d, J « 8.5 Hz, 1H); 
25 7.19 (dd, J = 2, 8.5 Hz, 1H); 7.43 (d, J = I Hz, 1H); 
7.65 (s, 1H). 

EXAMPLE 49 

30 6-Chloro-4-cyclopropyl-4-ethynyl-3 , 4-dihydroquinazolin- 
2(lH)-one ■ 
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Step A : 6-Chloto-^-cyclopropyl-4-(2-trimethylsilyl- 

^vTivn-a.^ ihvdroau^aTsoliTi-^fXg)^^ 

The solid from Example 47, Step A (116 mg, 
0.26 mmol), was treated with tiif ltioroacetic acid in 
5 dichloromethane in a manner according to Example 14, 
step C, and the residue isolated upon workup was used 
directly in the next <B) step. 

step B : 6-Chloro-4-cyclopropyl-4-ethynyl-3 , 

10 U-A j hvd rooti i na *ol in-2 ( 1H)-Qne 

The crude product isolated from the previous 
step (Step A) was suspended in 5 mL of methanol and the 
suspension was treated with 25 mg of finely powdered 
potassium carbonate. The mixture was stirred at rt 

15 under argon for 3 h and then the methanol was removed 
under vacuum, leaving a residue which was partitioned 
between 50 mL each of water and CHC1 3 . The aqueous 
phase was extracted twice more with CHC1 3 and the 
combined CHCI3 layers were washed with saturated NH4CI, 

20 brine, and dried (MgS0 4 ) . The dried solution was 
concentrated to an oil which, upon purification by 
flash chromatography on silica gel (gradient, 10% to 
25% EtOAc in CHCI3), yielded 24 mg of the title 
compound; trituration with acetonitrile afforded a • 

25 white solid, mp 216°. 

lH NMR (CDCI3): 8 0.59-0.95 (m, 4H>; 1.43-1.53 (m, 1H) ; 
2.55 (2, IB); 5.52 (s, 1H); 6.76 (d, J - 8 Hz, 1H); 
7.22 (dd, J - 2, 8 Hz, 1H); 7.47 (d, J = 2 Hz, 1H), 
8.44 (s, 1H). 
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EXAMPLE 50 



5 



10 



15 



20 



25 



30 



6-Chloro-4-cyclopropyl-3-methyl-4-(3-propenyloxy- 
methvl V3 . 4 -dihvdromiinazolin-2 ( lH)-one 

Step A : 6-Chloro-4-cyclopropyl-4-(3-propenyloxymethyl)- 
l-(4-methoxybenzyl)-3 , 4-dihydroquinazolin- 

2(lH)-one 

The product from Example 51, step C (214 mg, 
0.58 mmol), in 3 mL of anhydrous DMF was treated with 
75 mg (1.87 mmol) of sodium hydride (60% dispersion in 
oil) under argon. After 5 min the mixture was treated 
with 0.10 mL (0.98 mmol) of 1,3-dibromopropane and 
stirring was continued at room temperature for 24 h. 
The mixture was poured into 50 mL cold aqueous 
saturated NH^Cl solution and extracted twice with 
EtOAc. The combined extracts were washed successively 
with water and brine and then dried over MgS0 4 . 
Evaporation of the EtOAc yielded a residue which was 
flash chromatographed on silica gel to afford 26 mg of 
0, N-dialkylated material: 

% NMR (CDC1 3 ): 6 0.25-0.70 (m,4); 1.4-1.26 (m, 1H); 
3.65 (d, J A - 11 Hz, 1H A ); 3.73 (d, J B =11 Hz, 1H B ) ; 
3.78 (s, 3H); 3.93 (m, 1H); 4.25-4.58 (m, 2H); 
4.95-5.31 (m, 6H); 5.78-5.92 (m, 1H); 6.03-&.20 (m, 
1H); 6.70 (d, J * 8.6 Hz, 1H); 6.83 (d, J « 8.6 Hz, 
2H); 7.07 (dd, J = 2, 8.6 Hz, 1H) ; 7.20 (d, J = 8.6 Hz, 
2H); 7.27 (d, J «= 2 Hz, 1H). Continued elution of the 
column provided 110 mg of the title compound: •'■H NMR 
(CDC1 3 ): 8 0.24-0.65 (m, 4H), 01.23-1.41 (m, 1H); 3.59 
(d, J A =9 Hz, 1H A ); 3.67 (d, J B *9 Hz, 1H B ); 3.77 (s, 
3H); 4.01 (d, J =5 Hz, 2H); 5.01 (d, J A = 18 Hz, 1H A ); 
5.08 (d, J B =18 Hz, 1H B ); 5.17-5.28 (m, 3H); 5.43 (s, 



4" 
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1H); 5.79-5.92 (m, 1H); 6.69 (d, J = 8.7 Hz, 1H); 6.83 
(d , J = 8.7 Hz, 2H); 7.06 (dd, J « 2, 8.7 Hz, 1H);. 
7.05-7.24 (m, 3H). 

5 step B : 6-Chloro-4-cyclopropyl-4-(3-propenyloxymethyl>- 
^ 3-methyl-l-(4-methoxybenzyl)-3,4-dihydroguina- 

sfi3ja=ZIIE)=QBfl • 

The title compound was prepared in a manner 
according to Example 48, step A, from the 110 mg of 
10 title compound of Step A. There was obtained 110 mg of 
crude title compound which was used in step C without 
further purification: 

1 H NMR (CDC1 3 ): 5 0.11-0.30 (m, 2H); 0.48-0.58 (m, 2H); 
1.03-1.15 (m, 1H), 3.73 (d, J A =11 Hz, 1H A ); 3.81 (d, 
15 j B =11 Hz, 1H B ); 3.76 (s, 3H); 3.96 (d, J A =1 Hz, 1H A ); 
3 98 (d, J B »1 Hz. 1H B ); 5.78-5.91 <m, 1H); 6.67 <d, J 
= 8.7 Hz, 1H); 6.82 (d, J = 8.7 Hz, 2H); 7.04 (dd, J = 
2. 8.7 Hz, 1H); 7.13-7.22 (m, 3H). 

20 step C : 6-Chloro-4-cyclopropyl-3-methyl-4-(3-propenyl- 

^ ^0^1^- 3 A.H^vdrootnTia7,ol iTi-2(lH)-Pne . 

The product from Step A (110 mg), was treated 
with trifluoroacetic acid in dichloromethane in a 
manner according to Example 14, Step C and the oily 
25 solid isolated upon workup was purified by flash 
chromatography on silica gel (1:1 EtOAc/hexane), to 
yield 35 mg of the title compound, mp 132.5-133°C: 
1 H NMR (CDCI3): 8 0.21-0.32 (m, 2H>; 0.45-0.60 (m, 2H) ; 
1.03-1.15 (m, 1H); 3.18 (s, 3H>; 3.75 (d, J A -11 Hz, 
1H A >; 3.81 (d, J B =11 Hz, 1H B ); 5.18-5.30 (m, 2H>; 
5.75-5.90 (m, 1H); 6.63 (d, J - 8.5 Hz, 1H); 7.10-7.18 
(m, 2H); 7.90 (br s, 1H). 



30 
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EXAMPLE 51 

(+/_) 6_<3rtoro-4-cyclopropyl-4-(2-ethoxymethyl)- 
3~Pthyl-3 . 4- d i hvdroau ina sol in-2 ( 1H)-Qne 

5 

SJtgp_A: Chloromagnes iomethyl (di isopropoxy )methyl 

flilant — . 

Freshly distilled chloromethyi(diisopropoxy) 
methylsilane (39.2 g, 186 inmol) was converted to the 
10 Grignard reagent by reaction with magnesium powder 

(5.20 g, 214 mmol) in THF initiated by the addition of 
dibromoethane (100 ml) at room temperature. The 
reaction mixture was stirred for 24h to afford a 1H THF 
solution of chloromagnesiomethyl(diisopropoxy) 
15 methylsilane. 

Step B : 6-chloro-4-cyclopropyl-3,4-dihydro-l-(4- 

methyoxybenzyl >-4- [methyl ( d i i sopr opoxy ) s i lyl- 

mH-hvl1<miDattnlin-2(lHVone 

20 A suspension of 12.3 g (36.1 mmol) of 

6-chloro-4-cyclopropyl-l-(4-methyoxybenzyl)guinazolin- 

2(lH)-one and magnesium bromide etherate (10.25g, 39.7 

mmol) in 250 mL of dry diethyl ether was vigorously 

stirred at room temperature under argon prior to the 

25 addition of 1M THF solution of the Grignard' reagent 
from Step A at room temperature. The reaction was 
stirred for 3h before quenching into coldlM HC1. The 
resulting mixture was extracted with two portions of 
ethyl acetate and the organic layers washed with water, 

30 dried over Na 2 S04 then filtered and concentrated to 
dryness to afford a residue which was dissolved in 1:1 
diethyl ether-petroleum ether. The insolubles (1.48 g) 
were removed via filtration and the filtrate evaporated 
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to give the title compound as a foam (15.52 g, 83% 
yield). 

g t ep C : 6-chloro-4-cyclopropyl-3 , 4-dihydro-l- 
5 <4-methyoxybenzyl)-4-[hydroxymethyl]quina- 

rr^l _ ■ — 

Oxidation of 6-chloro-4-cyclopropyl-3,4-dihydro-l- 
(4-methyo 3 cyben2yl)-4-[methyl(diisopropoxy)silylmethyl] 

quinazolin-2(lH)-one (3.62 g. 7.0 mmol) in 25 ml DMF 
10 using peracetic acid (14.7 ml of 32%- in acetic acid, 70 
mmol) and potassium fluoride (2.03g, 35 mmol) was 
complete after 24h at room temperature. The" desired 
product was isolated as a light yellow foam in high 
yield (2.55 g) following aqueous workup using sodium 
15 thiosulfate, sodium bicarbonate, water and brine. 
NMR (CDC1 3 ): 5 0.23-0. 65(m, 4H), 1.21-1. 32(m, 1H), 
2.78(br S. 1H), 3.80(8, 2H), 4.84(8, 1H) , 5.04(s, 2H), 
5 83(8, 1H), 6.71(d, J=8.8 Hz, 1H), 6.83(d, J=8.6 Hz, 
2H), 7.08(d, J=7.5 Hz, lH),7.16(dd. J=8.9, 4.0 Hz, 3H) . 

20 

step p : 6 -Chloro-4-cyclopropyl-4-(2-ethoxymethyD- 

3 «ethyl-l-(4-methoxybenzyl>-3 , 4-dihydroquina- 

7ft yn-?(im-one . ■ 

The title compound was prepared from 
25 6-chloro-4-cyclopropyl-4-(2-hydrorymethyl)-l-(4-methoxy- 
benzyl)-3,4-dihydroquinazolin-2(lH)-one (1.05g, 2.93 
mmol) after treatment with sodium hydride (470mg 60%in 
mineral oil, 11.7mmol) and ethyl iodide (1.17ml, 
14.65mmol) in DMF. Aqueous extractive workup similiar 
30 to that of Example 14, Step B afforded 1.25g of an oil 
carried onto Step B. 
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Step E : • 6-Chloto-4-cyclopropyl-4-(2-ethoxymethyl>-3- 

ft fhvi^3.4-dthvdrQQuinagQliB -2(lP)-P^ — 

•In a manner according to Example 14, step C, the 
title compound was prepared from 6-chloro-4-cydo- 

5 pr0 pyl-4-(2-ethoacymethyl>-3-ethyl-l-(4-methcayben2yl)-3 , 
4-dihydroquinazolin-2(lH)-one <210 mg, 0.226 mmol) 
using 50% trifluoroacetic acid in methylene chloride to 
give 250 mg (23%. two steps) of a white solid after 
silica gel chromatography (30:70 ethyl acetate-hexane) 

10 and recrystallization from ethyl acetate-heacane: 
% NMR (CDC1 3 ): « 0.39 (d, 2H); 0.55 (m, 2H); 0.95 
(m.lH), 1.16 (t, J*6.9 Hz, 3H); 1.30 (t, J=6.9 Hz, 3H); 
3.48 (q, J«6.95 H2, 2H) 3.74 (d, J=2.4, 2H>, 3.67 (q, 
J*4.9 Hz, 2H); 3.88 (q, J=7.1, 2H); 6.66 (d, J=8.3, 

15 1H); 7.15 (dd, J=2.2,8.4, 1H); 7.21 (d, J«2.1, 1H); 
7.79 (br s, 1H). 
mp: 128-130°C 



20 



EXAMPLE 52 

( t fi-f!hloro-4-cvcloprop vl-4-(2-e1-hnyvmRthYl )-3 . 4 
4-dihvdroQ tiinazolin-2flH)-One 

Stsp_A: 6-Chloro-4-cycloptopyl-4-(2-ethoatymethyl)-l- 
25 (4-methoxybenzyl)-3 , 4-dihydroquinazolin- 

2(lH)-one : 

The title compound was prepared from 
6-chloro-4-cyclopropyl-4-(2-hydroxymethyl )-l-( 4-methoxy- 
benzyl)-3,4-dihydroquinazolin-2(lH)-one (2.80 g, 7.55 
30 mmol) after treatment with sodium hydride (755 mg 60% 
in mineral oil, 18.9 mmol) and ethyl iodide (1.0 ml, 
12.5 mmol) in DMF (30 ml). Aqueous extractive workup 
of a portion of the DMF reaction mixture (5ml) was 
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carried out as described in Example 14, Step B to 
afford 220 mg of an oil after silica gel chromatography. 

S£sp_£: 6-Chloro-4-cyclopropyl-4-(2-ethoxymethyl)-3 ,4- 

A i fayd rnqii inazol j n-2 (lg)-QM 



In a manner according to Example 14, step C, 
the title compound was prepared from 6-chloro-4-cyclo- 
propy 1-4- ( 2-ethoxymethy 1 ) -1- ( 4-methoxybenzyl )-3,4-di- 
hydroquinazolin-2(lH)-one (220 mg, 0.55 mmol) using 50% 
10 trifluoroacetic acid in methylene chloride to give 75 
mg of a white solid after silica gel chromatography 
(30:70 ethyl acetate-hexane) and recrystallization from 
ethyl acetate-hexane: 

Ifl NMR (CDC1 3 ): 5 0.35 (m, 1H); 0.45 (m, 2H>; 0.58 
15 (m,lH), 1.22 (t, J=6.8 Hz, 3H); 1.33(m, 1H); 3.56 (m. 
2H) 3.66, 3.72 (dd, J=9.0, 34, 2H), 5.41(s, 1H), 6.71 
(d, J=8.4, 1H); 7.17 (m, 2H); 8.57 (br s, 1H). 
mp: 172-173 »C 

20 TIT AMPLE 53 

/ ( - > fr-pn nro-4-rw 1 onropvl -4- (methOXYmethY 1 )- 
^-m ^livl - 3 fe=d i hvri roan i nazol in-? r < lfl)-pn , S 

25 gtep A : 6-Chloro-4-cyclopropyl-4-(methoxymethyl)- 

3-methyl-l-(4-methoxybenzyl)~3 , 4-dihydroquina- 

Z2liS*=2J3M±zSQ£ . — 

The title compound was prepared from 6-chloro- 
4_cyclopropyl-4-(2-hydroxymethyl )-l-(4-methoxybenzyl )-3 , 
30 4-dihydro<juinazolin-2(lH)-one (340 mg, 0.92 mmol) after 
treatment with sodium hydride (110 mg 60% in mineral 
oil. 2.76mmol) and methyl iodide (285 ml, 4.59 mmol) in 
DMF. Aqueous extractive workup similiar to that of 
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Example 14, Step B afforded 700 .mg of an oil. 

Step B : 6-Chloro-4-cyclopropyl-4-(methoxymethyl )- 
3-ethvi-3 . 4~dih v d roquinagoli n- 2( lH)-Pne 
5 in a manner according to Example 14, step C, 

the title compound was prepared from 6-chloro-4-cydo- 
propyl-4-(methoxymethyl)-3Hnethyl-l-(4nnethoxybenzyl)-3, 

4-dihydroquinazolin-2(lH)-one (210mg, 0.226 mmol) using 
20% trif lnoroacetic acid in methylene chloride 
1° overnight to give 107 mg (30%. two steps) of a white 
solid after silica gel chromatography (30:70 ethyl 
acetate-hexane) and recrystallization from ethyl 
acetate-hexane : 

l H NMR (CDC1 3 ): 8 0.23 (m, 2H); 0.51 (m, 2H); 1.10 
15 (m.lH), 3.19 (s, 3H) 3.37(s, 3H), 3.80 (dd, J.11.0, 

18.4 Hz, 2H); 6.68 (d, J*8.3, li); 7,U(d, J=2.2, 1H); 
7.16 (dd, J=2.2,8.4, 1H); 8.17 (br s, 1H). 
mp: 194-196'C 

20 FYAMPT.K 54 

(+/-) 6-Oiloro-4-cyclopropyl-4-(2-propynyloxymethyl)- 
W?-propvn vi ^-3 . 4-dihvdroauinazolin-2(lH)-one . — 

25 step A : 6-Oiloro-4-cyclopropyl-M2-propynyloxymethyl)- 
3-(2-propynyl)-l-(4-methoxybenzyl)-3 , 4-dihydro- 

qniTiazolin-2(lH>~one 

The title compound was prepared from 6-chloro- 
4-cyclopropyl-4-( 2-hydroxymethyl )-l-( 4-methoxybenzyl )-3 , 
30 4-dihydroquinazolin-2(lH)-one (300 mg, 0-845 mmol) 
after treatment with sodium hydride (106 mg 60% in 
mineral oil, 2.54 mmol) and propargyl bromide (841 ml, 
8.45 mmol) in DMF. Aqueous extractive workup similiar 
to that of Example 14 Step B afforded 450 mg of an oil. 
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Step B : 6-Chloro-4-cyclopropyl-M2-propynyloxymethyl)- 
W9-nrnPVTw1 1-3 , 4-<H *"»*rftoiiina7;f)HTi-7 (IH)-one 
In a manner according to Example 14, step C, 
the title compound was prepared from 6-chloro-4-cyclo- 

5 propyl-4-(propynyloxymethyl)-3-(2-propynyl)-l-(4- 

methoxybenzyl)-3.4-dihydroquina2olin-2(lH)-one (210 mg, 
0.226 mmol) using 50% trif luoroacetic acid in methylene 
chloride to give 75 mg (26%, two steps) of a white 
solid after silica gel chromatography (30:70 ethyl 

10 acetate-hexane) and crystallization from diethyl 
ether-petroleum ether: 

*H NMR (CDC1 3 ): 6 0.33 (m, 2H); 0.58 (m. 2H>; 1.54 
(m.lH), 2.26(t,J=2.4Hz, 1H); 2 .5(t , J=2.4Hz, 1H) ; 5(4.02 
(q, J=11.0 Hz, 2H); 4.19 (d, J*2.3 Hz, 2H); 4.30(dd, 
15 j=2.5, 18.2 Hz, 1H); 4.78 (dd, J=2.5, 18.0 Hz, 1H); 

5.18 (m, 4H); 6.70 (d, J^B.5, 1H); 7.18 (dd, J=2.2,8.4, 
1H) 7.22(d, J=2.1, 1H>; 8.00 (br S. 1H) . 
mp: 124-126 °C 

20 FXAflpLE 55 

(+/_) 6-CbAoro-4-cyclopropyl-4-(2-propenyloxymethyl)- 
V^-propepyl 1-3 . 4-d ihydroauina70-|iTi-?('lH')-gne 

25 step A : 6-Chloro-4-cyclopropyl-4-(2-propenyloxymethyl)- 
3-(2-propenyl)-l-(4-methoxybenzyl)-3 , 4-dihydro- 

yi azol in-2 ( 1H ) -one — 

The title compound was prepared from 
6-chloro-4-cyclopropyl -4-( 2-hydroxymethyl )-l-( 4- 
30 oe thoxy-benzyl)-3,4-dihydroquinazolin-2(lH)-one (250 
mg, 0.71 mmol) after treatment with sodium hydride 
(84.2 mg 60% in mineral oil, 2.11 mmol) and allyl 
bromide (610 ul, 7.05 mmol) in DMT. Aqueous extractive 
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workup similiar to that of Example 14, Step B afforded 
500 mg of an oil. 

Step B : 6-Chloro-4-cyclopropyl-4-(2-propenyloxymethyl )- 
5 3-( 2-propenvlW3 . 4-di hvdroouinazolin-2(lH)-One 

In a manner according to Example 14, step C, 
the title compound was prepared from 6-chloro-4-cyclo- 
propyl-4-(propenyloxymethyl)-3-<2-propenyl)-l-(4-methoxy 

benzyl)-3,4-dihydroquinazolin-2(lH)-one (210mg, 0.226 
10 mmol) using 30% trif luoroacetic acid- in methylene 
chloride to give 70 mg (30%, two steps) of a white 
solid after silica gel chromatography (30:70 ethyl 
acetate-hexane) and recrystallization from methylene 
chloride-petroleum ether: 
15 1h MMR (CDC1 3 >: 8 0.23 (m, 2H>; 0.51 (m, 2H); 1.10 

(m,lH), 3.69 (d, J=2.Hz, 2H);.3.92 (m, 2H); 4.35 (dd, 
J=6.3, 35.7 Hz, 2E); 5.18 (m, 4H>; 5.82<m,lH); 6.05 
(m,lH), 6.64 <d, J=8.5, 1H); 7.14 (dd, J«2.2,8.4, 1H) 
7.22(d, J=2.2, 1H); 7.89 (br s, 1H). 
20 mp: 121-121. 5 «C 

Kg AMPLE 56 

ft,chiQro- 4-cvcioprowv3~4~(phenoxvmethyn=3-^= 
25 dihvdroauiTiagolin-2( , lH>-»one 1 

Step A : 6-Chloro-4-cyclopropyl-4-(3-nitrobenzene- 
sulf ony loxymethyl ) -1- ( 4-methoxybenzyl ) -3 , 

4-d ihvd roqu inazol i ti-2 ( im -one 

30 The title compound was prepared from 

6-chloro-4-cyclopropyl -4-(2-hydroxymethyl )-l-(4- 
methoxybenzyl)-3,4~dihydroquinazolin-2(lH)-one (570 mg, 
1.55 mmol) after treatment with 3-nitrobenzene- 
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10 



30 



sulfonyl chloride (346 mg. 1.56 mmol) and 
4-N,N-dimethylamino- pyridine (191 mg, 1.56 mmol) in 
methylene chloride at O'C warming to ambient 
temperature overnight. Aqueous extractive workup in 
ethyl acetate using 10% citric acid, sodium 
bicarbonate, water and brine afforded 540 mg of an oil 
after concentrating to dryness. After silica gel 
chromatography (1:1 ethyl acetate-hexane) 250 mg of the 
title compound was isolated as a colorless solid. 

step b : 6-Chloro-4-cyclopropyl-4-(phenoxymethyl)- 
^ l_(4-methoxybenzyl)-3,4-dihydroquinazolin- 

2Ctg)-pne 



The reaction of 6-chloro-4-cyclopropyl- 
15 4_(3-nitrobenzene- sulfonyloxymethyl)-l-(4-methoxy- 

benzyl)-3,4-dihydroquinazolin-2(lH)-one (110 mg, 0.197 
mmol) with phenol (70.7 mg, 0.751 mmol) and cesium 
carbonate (245 mg, 0.751 mmol) was carried out 
overnight at 80 S C in dioxane. Aqueous extractive 
20 workup using 10% sodium hydroxide, water and brine 
afforded 120 mg crude product which was purified by 
column chromatography to afford 75 mg of the title 
compound . 

25 step C : 6-Chloro-4-cyclopropyl-4-(phenoxymfethyl)-3 , 
i^-A i tyyrt r ot "i inazol i n-2 ( lg)-pne. 



In a manner according to Example 14, step C, 
the title compound was prepared from 6-chloro-4-cyclo- 
propyl-4-(phenoxymethyl)-l-(4-methoxybenzyl)-3 , 4-dihydro 
quinazolin-2(lH)-one (75 mg, 0.167 mmol) using 50% 
trifluoroacetic acid in methylene chloride to give 25 
mg of a white amorphous solid after purifying the crude 
product by preparative HPLC (C18 reverse-phase) and 
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lyophilizing from dioxane-water : 

lH HMR (CDCI3): 5 0.39-0.56 (m, 4H); 0.51 (m, 2H); 1.45 
(m,lH); 4.11-4.17(m,2H); 5.53(s,lH); 6.60-7. 42(m, 8H); 
8.65 (br b, 1H) 

5 

EXAMPLE 57 

(+/-) 6-Chloro-4-(2-furyl)-3-methyl-4-(2-propenyl)-3 , 4- 

4- dihvdrocminazolin-2(lH)-Ofte — 

10 

Step A : 6-Chloro-4-( 2-f urvlV quinazol in-2 ( lHVoae 

In a manner according to Example 72, step A., 
the title compound was prepared from 3.0 g (19.7 mmol) 

5- chloroanthranilonitrile and 98.3 mmol 2-furyllithium 
15 i n xhf to give 4 g of a solid. 

Step B : 6-Chloro-4-(2-furyl)-4-(2-propenyl)-3 ,4- 

dihvdroqu inazolin-2(lH)-one 

In a manner according to Example 14, step A, 
20 the title compound was prepared from 6-chloro-4-(2- 
furyl)-quinazolin-2(lH)-one (100 mg, 0.405 mmol) to 
give 78 mg of an oil. 

Step C : 6-Chloro-4-(2-f uryl )-l-(4-methoxybenzyl )- 
25 WE-pronep yfr ^-3 4-dihvdroaninazolin..2(lHVone 

In a manner according to Example 25, step C, 
the title compound was prepared from 6-chloro-4-(2- 
f uryl)-4-(2-propenyl)-3 , 4-dihydroguinazolin-2(lH)-one 
(78 mg, 0.270 mmol) to give 39 mg of an oil. 



30 
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step D : 6-Chloro-4-(2-furyl)-l-(4-methoxybenzyl)- 

3-methyl-4-(2- P ropenyl)-3,4-dibydroquinazolin- 

ynm-one . - — 

In a manner according to Example 14, step B, 
5 the title compound was prepared from 6-chloro-4-(2- 

f ur yl)-l-(4-methoxybenzyl)-4-(2-propenyl>-3 , 4-dihydro- 
t uina2olin-2(lH)-one (39 mg, 0.090 mmol) to give 53 mg 
of an oil. 

10 step E : 6-Chloro-4-(2-f uryl )-3-methyl-4- (2-propenyl )- 

■\ A-rtihvdrO Ti^agolin-2(lH)-one 

In a manner according to Example 14, step C, 

the title compound was prepared from 6-chloro-4- 
(2-fnryl)-l-(4-methoxybenzyl)-3-methyl-4-(2-propenyl)-3, 

15 4-dihydroquinazolin-2(lH)-one (53 mg, 0.09 mmol) to 
give 6 mg (22%) of a solid. 

1 H NMR (CDC1 3 ): « 2.78 (s, 3H); 2.74-2.85 (m. 1H); 3.09 
(dd, J*10,16.5. 1H); 5.05-5.17 (m, 2H); 5.53-5.69 (m, 
1H); 6.40 (dd, Jd.8,3.3, 1H); 6.47 (d, J=3.3, 1H); 
20 6.66 (d, J=2.2. 1H); 6.70 (d, J=8.4, 1H); 7.10 (dd, 
J=2.2,8.4, 1H); 7.40 (t, JMJ.8, HQ; 8.66 (br s, 1H). 
(amorphous) 

^nr ample 58 

25 

6-Chloro-3 , 4-dihydro-4~ethynyl-4(2-propenyl)quina80lin- 
2.(lH)-pne 

gtep A: fe=chj o ff>-2 n ~ t ri i sour qpyI s i IvlpAopynoyi )anilinfi 
30 (Triisopropylsilyl)acetylene (5.05 ml, 22.51 

mmol) was added dropwise over 5 min to a stirred 
solution of butyllithium (2.5 M solution in hexanes, 
7 5 ml, 18.75 mmol) in dry THF (22.5 ml) at -78»C under 
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argon. The solution was warmed to O'C and a solution of 
6-amino-3-chloro-N-methoxy-N-methylbenzamide (1.61 g, 
7. 50 nunol) in dry THF (7.5 ml) was added dropwise over 
5 min. Residual amide was washed in with dry THF (2 ml) 

5 and after 1 h saturated ammonium chloride solution (10 
ml) and water (10 ml) were added. The mixture was 
extracted with ethyl acetate (300 ml) and was washed 
with brine, dried (Na 2 S0 4 ) and evaporated in YftClia to a 
dark orange oil. The crude product was purified by 

10 flash column chromatography on silica (ethyl 

acetate/hexane gradient, 0-10% ethyl acetate) to give 
the title compound (2.34 g,. 93%) as a bright yellow oil: 
% NMR (CDC1 3 ): 5 1.13-1.21 (m, 21 H) , 5.80 (br s, 2 
H), 6.61 (d, J = 8.8 Ha, 1 H), 7.23 (dd, J = 8.8 and 

15 2.4 HZ, 1 H), 8.16 (d, J « 2.4 Hz, 1 H). 

step B : 6-Chloro-4-triisopropyl8ilylethynylquinazolin- 

2flH)-one , — — 

A solution of potassium cyanate (0.949 g, 

20 11.70 mmol) in water (1.4 ml) was added to a stirred 
solution of 4-chloro-2(3-triisopropylsilylpropynoyl) 
aniline (1.961 g, 5.84 mmol) in 24:1 glacial acetic 
acid/water (25 ml) at 0*C. The solution was stirred for 
1 h and was warmed to RT. After a further 1 h, 

25 potassium cyanate (0.953 g, 11.74 mmol) was added. 
After 2 h, the mixture was diluted with ethyl acetate 
(150 ml) and was washed with water (3x40 ml) and brine, 
dried (Na 2 S04) and evaporated ia yacjift, azeotroping 
with toluene (3x50 ml), to a yellow oil. The crude 

30 product was purified by flash column chromatography on 
silica (methanol/ chloroform gradient, 0-4% methanol) to 
give a yellow solid. The solid was crystallised from 
boiling hexane to give the title compound (0.735 g, 
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35%) as bright yellow crystals: mp 202-204'C (dec); 
1 H NWR (CDC1 3 ): S 1.16-1.30 (m, 21 H), 7.48 (d, J - 8.8 
Hz, 1 H) , 7.68 (dd, J - 8.8 and 2.1 Hz, 1 H), 8.12 (d, 
j = 2.1 Hz, 1 H), 13.21 (br s, 1 H). 

5 

SifiEJi: e-Chloro-3 ,4-dihydro-4(2-propenyl)-4-trii- 

??rr 9pvlsi lY^t- hvnvlmHnagQl ^ n ~ ?<,J - H) ~ Qn f 

Ally lmagnes iron bromide (1 M solution in 
diethyl ether, 3.2 ml) was added dropwise to a stirred 
10 solution of 6-chloro-4-triisopropylsilylethynylquina- 
zolin-2(lH)-one (463 mg, 1.28 mmol) in dry THF (6.4 ml) 
at 0 °C under argon. After 20 min, 1 M hydrochloric 
acid (5 ml) was added and the mixture was extracted 
with ethyl acetate (50 ml), washed with saturated 
15 sodium hydrogen carbonate solution and brine, dried 

(Na 2 S0 4 ) and evaporated in to a glass. The crude 

product was purified by flash column chromatography on 
silica (eluting with 0.4% ammonium hydroxide/4% 
methanol/chloroform) to give the title compound (503 
20 mg, 97%) as a pale yellow glass: 

lH NMR (CDCI3): « 1.06-1.08 (m, 21 H), 2.63 (d, J = 7.6 
Hz, 2 H), 5.16 (dd, J - 17.1 and 1.7 Hz, 1 H), 5.25 
(dd, J = 10.3 and 1.7 Hz, 1 H), 5.47 (br s, 1 H), 
5.81-5.92 (m, 1 H) , 6.74 (d, J = 8.5 Hz, 1 H), 7.14 
(dd, J = 8.5 and 2.2 Hz, 1 H), 7.40 (d, J » 2.2 Hz. 1 
H), 9.33 (br s. 1 H). 

step p : 6-Chloro-3 , 4-dihydro-4-ethynyl-4(2-propenyl )- 
T1 j r p»»iip-?_qg)-one 



25 



30 Tetrabutylammonium fluoride (1M solution in 

THT, 0.179 ml) was added to a stirred solution of 
6-chloro-3 , 4-dihydro-4(2-propenyl)-4-triisopropylsilyl- 
ethynylquinazolin-2(lH)-one (66 mg, 0.163 mmol) in dry 
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THF (1.0 ml). After 30 min, saturated ammonium chloride 
solution (0.5 ml) and water (5 ml) were added and the 
mixture waB extracted with ethyl acetate (20 ml), 
washed with brine, dried (Na 2 S0 4 ) and evaporated in 

5 vacuo to a glass. The crude product was crystallised 
from methylene chloride /hexane to give the title 
compound (23.8 mg, 59%): mp: 162-164*C. 
% NMR (CDCI3) : $ 2.63 (dd, J = 13.4 and 8.5 Hz, 1 H), 
2.67 (s, 1 H), 2.72 (dd, J = 13.4 and 6.3 Hz, 1 H), 

10 5.20 (d, J = 17.1 Hz, 1 H), 5.29 (d; J = 10.0 Hz, 1 H), 
5.35 (br s, 1 H). 5.79-5.90 (m, 1 H), 6.69 <d, J = 8.5 
Hz, 1 H), 7.20 (dd, J = 8.5 and 2.3 Hz, 1 H), 7.39 (d, 
J = 2.3 Hz, 1 H), 7.72 (br s, 1 H). 

15 EXAMPLE 59 

6-Chloro-3 , 4-dihydro-4-ethynyl-3-methyl-4(2-propenyl)~ 
quinazolin-2flH)-one „ — . 

20 Step A : 6-Chloro-3,4-dihydro-l(4-methoxybenzyl)-4(2- 

propenyl )-4-t r i i sopropyls ilylethynylquinazolin- 

? C J ffi ) ""PXltr 1 i 

Sodium hydride (35 mg, 1,46 mmol) was added 
to a stirred solution of 6-chloro-3»4-dihydro-4<2- 

25 pr openyl ) -4-t ri i sopropyls i lylethynylquinazol in-2 ( 1H) -one 
(464 mg, 1.15 mmol), sodium iodide (16 mg, 0.11 mmol) 
and 4-methoxybenzyl chloride (0*156 ml, 1.15 mmol) in 
dry DMF (5 ml). After 1 h more sodium hydride (24 mg, 
1.00 mmol) was added. After a further 1 h, 1 H 

30 hydrochloric acid (5 ml) was added and the mixture was 
extracted with ethyl acetate, washed with water (3x20 
ml), sodium hydrogen carbonate solution and brine, 
dried (Na 2 S04) and evaporated in vacuo . The resulting 
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oil was purified by flash column chromatography on 
silica (dry loaded, eluting with an ethyl 
acetate/hexane gradient, 5-15* ethyl acetate) to give 
the title compound (165 tag, 32%) as an oil: 

5 1 H NMR (Cl>Cl3): 5 1.10 <■. * t ' 5M ' 11 ^ \. ?\ = 
3.77 (S.3H), 5.08 (d. 3 . 18.3 Hz 1 H 5.10 <d. J- 
18.3 Hz , 1 H), 5.17 (dd, J = 17.1 and 17 Hz. 1 E). 
5.27 (dd, J = 10.3 and 1.7 Hz. 1 H). 5.79-5.92 (m. 1 
H) , 6.73 (d. J = 8.6 HZ, 1 H) . 6.84 (dd, J = 6^6 and 

10 2.0 Hz. 2 H). 7.10 (dd, J = 8.6 and 2.4 Hz, 1 H). 7.17 
(dd, 6.6 and 2.0 Hz. 2 H), 7.45 (d, J = 2.4 Hz. 1 H). - 

6-Chloro-3,4-dihydro-4-ethynyl-3-methyl-4 

r - mr pnvi)nninaTQlin-?nq)-one 

15 Sodium hydride (11 mg, 0.458 mmol) was added 

to a stirred solution of ^^^^^K^X 
- B etho X ybenzyl)-4(2-propenyl)-4-triisopro P ylsilylethynyl- 

quinazolin-2(lH)-one (160 mg, 0.306 mmol) and methyl 

iodide (0.021 ml, 0.337 mmol) in dry DMF (1.5 ml). 
20 After 30 min. 1 M hydrochloric acid (1.0 ml) was added 

and the mixture was extracted with ethyl acetate. 

washed with water, saturated sodium hydrogen carbonate 
solution and brine, dried (^SO*) and evaporated ul 

va^ to an oil. The crude product was dissolved in dry 
25 THF (1.0 ml) and tetrabutylammonium fluoride (1 H 

solution in THF, 0.4 ml) was added with stirring After 
30 min. satnrated ammonium chloride solution (1.0 ml) 
and water (5 ml) were added and the mixture was 
extracted with ethyl acetate (20 ml), washed with water 
30 and brine, dried (Na 2 S0 4 ) and evaporated is Yacafi. The 
resulting oil was purified by flash column 
chromatography on silica (dry loaded, eluting with an 
ethyl acetate/hexane gradient. 10-40% ethyl acetate) to 
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give a colorless glass. This product was dissolved in 
dry methylene chloride (4 ml) and trifluoroacetic acid 
(2 ml) was added with stirring. After 16 h, the 
solution was evaporated ia vacuo . The residue was 
dissolved in ethyl acetate and was washed with 
saturated sodium hydrogen carbonate solution and brine, 
dried (Na 2 S0 4 ) and evaporated in y&SOQ.- The resulting 
glass was purified by flash column chromatography on 
silica (dry loaded, eluting with an ethyl 
acetate/hexane gradient, 20-50% ethyl acetate) to give 
a colorless solid, which was crystallised from 
methylene chloride/hexane to give the title compound 
(49 mg, 61%): mp 165-166'C; 

% NMR (0x113): 5 2.62 <dd, J » 13.9 and 6.6 Hz, 1 H), 
2.75-2.83 (m, 1 H), 2.79 (s, 1 H), 3.22 (s, 1 H), 
4.98-5.11 (m, 2 H), 5.50-5.66 (m, 1 H), 6.73 (d, J = 
8.5 Hz, 1 H), 7.16 (dd, J « 8.5 and 2.2 Hz, 1 H), 7.39 
(d, J = 2.2 Hz, 1 H), 9.18 (br s, 1 H). 

EXAMPLE 60 

6-Chloro-4-cyclopropylmethyl-3 , 4-dihydro-4-ethynylquina- 

zolin-2(lg)-one 

l-Methyl-3-nitro-3-nitrosoguanidine (1.47 g, 

10.0 mmol) was added portionwise to a stirted mixture 
of diethylether (15 ml) and 40% potassium hydroxide 
(4.5 ml) at 0°C. After 15 min the resulting yellow 
ether solution of diazomethane (8 ml) was added to a 
stirred solution of 6-chloro-3,4-dihydro-4(2-propenyl)- 
4-triisopropylsilylethynylquinazolin-2(lH)-one (236 mg, 
0.586 mmol) in ether (4 ml) at 0 e C. Palladium acetate 
(3 mg, 0.013 mmol) was added and after 20 min, more 
diazomethane solution (1 ml) was added. After a further 
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20 min, glacial acetic acid (2 ml) was added and the 
solution was diluted with ethyl acetate, washed with 
water, saturated sodium hydrogen carbonate solution and 
brine, dried (Na 2 S0 4 ) and evaporated in vacjjfl to a 
5 glass. The crude product was dissolved in dry THF (4 
ml) and tetrabutylammonium fluoride <1 ^solution in 
THF, 0.6 ml) was added with stirring. After 15 min, 
saturated ammonium chloride solution (1 ml) and water 
(5 ml) were added and the mixture was extracted with 
10 ethyl acetate, washed with brine, dried (Na 2 S0 4 ) and 
evaporated is vacuo.. The resulting oil was purified by 
flash column chromatography on silica (dry loaded, 
eluting with an ethyl acetate/hexane gradient, 10-100% 
ethyl acetate) to give the title compound (59.1 mg. 
15 39%) as a glass: 

lH NMR (CDC1 3 ): 5 0.06-0.15 (m, 1 H), 0.45-0.58 (m, 1 
H) 0.80-0.92 (m, 1 H), 1.75 (dd, J « 13.9 and 7.6 Hz, 
1 H), 1.99 (dd, J = 13.9 and 5.85 Hz, 1 H). 2.66 (s, 1 
H), 5.59 (br s. 1 H), 6.69 (d. J = 8.5 Hz, 1 H), 7.18 
(dd, J = 8.5 and 2.2 Hz, 1 H), 7.40 (d, J = 2.2 Hz, 1 
H), 8.07 (br s, 1 H). 



20 



Trrpp>i:E 61 

25 6-Chloro-3 , 4-dihydro-4-ethynyl-4-propylquinazolin-2- 
flTn-one ■ ■ 

ste p a ; 6 -Chloro-3,4-dihydro-4-propyl-4-triisopropyl- 

P y y} ethvnv l nu i nazo lin-2 ( IS )-Pne 

30 propylmagnesium chloride (2 M solution in 

diethylether, 1.5 ml), was added dropwise over 15 
minutes to a stirred mixture of 6-chloro-4-triisopropyl- 
silylethynylquinazolin-2(lH)-one (361 mg, 1.00 mmol) 
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and magnesium bromide etherate (516 mg, 2.00 mmol) in 
dry diethylether (5 ml) at 0*C. After 30 min the . 
mixture was poured into 1 M hydrochloric acid solution 
(5 ml), extracted with ethyl acetate (10 ml) and was 
5 washed with saturated sodium hydrogen carbonate 

solution (2x10 ml) and brine (10 ml), dried (Na 2 S0 4 ) 
and evaporated in 2&£Uft t0 S ive the title c°*P ound as a 
yellow oil (330 mg, 88Z): 

Ifl NMR (CDCI3) : 8 0.90 (t, J = 7.3 Hz, 3 H) , 1.08 (s, 
10 21 H), 1.39-1.55 (m, 2 H), 1.79-1.95 (m, 2 H), 5.50 (br 
s, 1 H) , 6.72 (d, J - 8.5 Hz, 1 H), 7.14 (dd, J = 8.5 
and 2.2 Hz, 1 H), 7.39 (d, J = 2.2 Hz, 1 H), 8.91 (br 
s, 1 H). 

15 Step B : 6-Chloro-3,4-dihydro-4-ethynel-4-propylquina- 

aalia=2jJJQ=flafi — 

Tetrabutylammonium fluoride (US solution in 
THF, 0.087 ml) was added to a stirred solution of 
6-chloro-3 , 4-dihydro-4-propyl-4-triisopropylsilyl- 

20 ethynylquinazolin-2(lH)-one (30 mg, 0.079 mmol) in dry 
THF (1 ml). After 10 minutes the reaction was quenched 
with a saturated ammonium chloride solution (10 ml) and 
was extracted into ethyl acetate, washed with water (5 
ml) and brine (5 ml), dried (Na 2 S0 4 ) and evaporated in 

25 vacuo . The resulting yellow oil was triturated with 
hexanes to give the title compound (13 mg, 66%) as a 
crystalline solid: mp 87-87. 5 °C; 

*H NMR (CDCI3): S 0.92 (t, J = 7.3 Hz, 3 H), 1.35-1.52 
(m, 2 H), 1.80-2.18 (m, 2 H) , 2.64 (s, 1 H), 5.37 (br 
30 s , l H), 6.68 (d, J - 8.5 Hz, 1 H), 7.19 (dd, J - 8.5 
and 2.1 Hz, 1 H), 7.37 (d, J = 2.1 Hz, 1 H), 7.69 (br 
s, 1 H). 
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^y ^MPLE 62 

?fiH)-one, — ; 

Isopropylmagnesium chloride (2 M solution in 
diethyl ether, 1.0 ml) was added to a stirred mixture 
of 6-chloro-4-triisopropylsilylethynylquinazolin- 
2(lH)-one (180 mg, 0.50 mmol) and magnesium bromide 
etherate (258 mg, 1.00 mmol) in dry diethyl ether (2.5 
ml) at 0 °C under argon. After 30 min the mixture was 
warmed to RT for 15 min. 1 ft hydrochloric acid (5 ml) 
was added at 0 °C and after stirring for 15 min was 
extracted with ethyl acetate (30 ml), washed with 
saturated sodium hydrogen carbonate solution and brine. 
15 dried (Na 2 S0 4 ) and evaporated in zafiJlfi- The resulting 
oil was dissolved in dry THF (5 ml) and tetrabutyl- 
ammonium fluoride (1 ft solution in THF, 0.6 ml) was 
added with stirring. After 15 min, saturated ammonium 
chloride solution (2 ml) and water (2 ml) were added 
and the mixture was extracted with ethyl acetate (20 
ml), washed with water and brine, dried (Na 2 S0 4 ) and 
evaporated in vacuo. The resulting oil was purified by ' 
flash column chromatography On silica (dry loaded, 
eluting with an ethyl acetate/hexane gradient, 10-100% 
25 ethyl acetate). The resulting glass was further 
purified by preparative HPLC (C-18, 

acetonitrile/water/0.1% TFA) to give the title compound 
(51.5 mg, 41%) as a colorless glass: 

lH KMR (CDC1 3 ): 6 0.94 (d, J = 6.7 Hz, 1 H), 1.05 (d, J 
= 6.7 Hz, 1 H) , 2.12 (septet, J = 6.7 Hz, 1 H), 2.65 
(s, 1 H) , 5.43 (br s, 1 H) , 6.68 (d, J = 8.5 Hz, 1 H) , 
7.18 (dd, J = 8.5 and 2.2 Hz, 1 H), 7.37 (d, J = 2.2 
Hz. 1 H), 7.91 (br s, 1. H) • 



20 
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tooths 63 

9-Chloro-l , ll-dihydro-ll-ethynyl-3-oxo-oxazolo[4 , 3-c]- 
qMinazplin-2(lH)-Qns ■ 

5 

Step A ; 6-Chloro-3 , 4-dibydro-4-hydroaymethyl-4-ttii- 

Qn ? r OP vlsilvlethYnvlguiTift7iOUP"2(lH>'One 

»iisopropoxy(methyl)silylmethyl magnesium chloride 
(as a saturated solution in THT, 4.5 ml) was added to a 

10 stirred mixture of 6-chloro-4-triisopropylsilyletbynyl- 
quinazolin-2(lH)-one (1.08 g, 3.00 mmol) and magnesium 
bromide etherate (1.55 g, 6.00 mmol) in dry- diethyl 
ether (24 ml) at 0 W C under argon. Grignard solution 
(4.5 ml) was added twice more at 15 min intervals, at 

15 which point the starting material had been consumed. 

After a further 14 h, 1 M hydrochloric acid (25 ml) was 
added and the mixture was extracted with ethyl acetate 
(100 ml), washed with saturated sodium hydrogen 
carbonate solution and brine, dried (Ha 2 504) and 

20 evaporated ia vacuo . The resulting oil was purified by 
flash column chromatography on silica (eluting with an 
ethyl acetate/hexane gradient, 5-40X ethyl acetate)to 
give an oil which was dissolved in 32% peracetic acid 
solution in acetic acid (10 ml) diluted with glacial 

25 acetic acid (5 ml). Potassium fluoride (1.05 g, 18.07 
mmol) was added at 0°C and after 16 h at room 
temperature the mixture was diluted with ethyl acetate 
(100 ml) and was washed with water (3x20 ml), 10% 
sodium thiosulfate solution (2x20 ml), sodium hydrogen 

30 carbonate solution (3x20 ml) and brine, dried (Na 2 S04) 
and evaporated ia vacuo . The resulting gum was 
triturated with dichloromethane to give the title 
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compound (0.815 g, 69%) as a pale yellow solid: mp 
87—92°C; 

1h NMR (d 6 -DMS0): S 1.01 (s, 21 H) , 3.57 (8, 2 H) , 5.31 
(br s, 1 H) i 6.74 (d, J = 8.5 Hz, 1 H), 7.20 (dd, J - 
5 8.5 and 2.4 Hz, 1 H), 7.29 (d, J = 2.4 Hz. 1 H). 9.35 
(br s , 1 H) . 

Step B: 9-Chloro-l ,.U-dihydro-3-oxo-ll-trii- 

sopropylsilylethynyloxazolo[4,3-c]$uinazolin- 

10 2(lH)-0Pg — ■ ■ — 

Carbonyldi imidazole (20.59 mg, 0.127 mmol) - 

was added in one portion to a stirred solution of 
6-chloro-3,4-dihydro-4-hydroxymethyl-4-triisopropyl- 

silylethynyl*uinazolin-2(lH)-one (50 mg, 0.127 mmol) in 
15 dry DMF (2 ml) at room temperature. After 22 hours, 
sodium hydride (97%, 12.56 mg, 0.523 mmol), was added 
and after an additional 30 min the mixture was poured 
into ethyl acetate, washed with water (3x15 ml) and 
brine (2x15 ml), dried (Na 2 S0 4 ) and evaporated ia 
vacuo . The resulting solid was purified by flash column 
chromatography on silica (eluting with 5% 
methanol/chloroform) to give the title compound (48 mg, 
90%) as a crystalline solid: mp 189-190'C; 
1h NMR (CDC1 3 ): 8 0.98 (s, 21 H), 4.64 (d, J * 7.9 Hz, 
1 H) , 4.92 (d, J ■= 8.2 Hz, 1 H), 6.97 (d, S = 8.5 Hz, 1 
H), 7.10 (d, J = 2.1 Hz, 1 H). 7.37 (dd, J =8.5 and 
2.1 Hz, 1 H) 8.55 (br s, 1 H). 

step C : 9-Chloro-l . ll-dihydro-ll-ethynyl-3-oxo- 

30 ^a ^inr^.a-rli^^azQiiTi^fim-one 

Tetrabutylammonium fluoride (1 11 solution in 
THF, 0.125 ml) was added to a stirred solution of 
9-chloro-l,H-dihydro-3-oxo-ll-triisopropylsilylethynyl- 
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oxazolo[4,3-c]quinazolin-2(lH)-one (48 mg, 0.il4 mmol) 
in dry THF (2 ml) at room temperature. After 1 h the 
reaction was quenched with saturated ammonium chloride 
solution (10 ml), extracted into ethyl acetate, washed 
with water (10 ml) and brine (10 ml), dried (Na^SO^ 
and evaporated ia vacuo . The resulting solid was 
purified by flash column chromatography on silica 
(eluting with 10% methanol /chlorof orm) to give a solid 
which was recrystallized from ethyl acetate /heacanes to 
give the title compound (25.4 mg, 83X): mp 234-235 , C; 
X H MMR (CDC1 3 + 2 drops CD3OD) : 8 2.80 (S, 1 H), 4.62 
(d, J = 8.2 Hz, 1 H), 4.95 (d. J - 8.5 Hz, 1 H), 6.96 
(d, J = 8.5 Hz, 1 H), 7.10 (d, J * 2.1 Hz, 1 H), 7.32 
(dd, J = 8.5 and 2.1 Hz, 1 H). 

EXAMPLE 64 

6-Chloro-3 , 4-dihydro-4-ethynyl-4-hydroxymethylquina- 
sp3,in-2(IH)-pne — 

20 Tetrabutylammonium fluoride (1 H solution in 

THF, 0.895 ml) was added to a stirred solution of 
6-chloro-3 , 4-dihydro-4-hydroxymethyl-4-triisopropyl- 
silylethynylquinazolin-2(lH)-one, (320 mg, 0.814 mmol) 
in THF (2 ml). After 20 min the reaction was quenched 

25 with saturated ammonium chloride solution (5 ml), 

extracted with ethyl acetate (15 ml), washed with water 
(10 ml) and brine (10 ml), dried (Ha2S04) and 
evaporated in vacuo . The crude residue was triturated 
with cold methylene chloride to give the title compound 

30 (170 mg, 89%): mp 268-269°C; 

l H NMR (d 6 -DMS0): 8 3.. 54-3. 67 (m, 3 H), 5.38 (t, J = 
6.1 Hz, 1 H), 6.78 (d, J = 8.5 Hz, 1 H), 7.23 (dd, J = 
8.5 and 2.1 Hz, 1 H), 7.30 (d, J = 2.1 Hz, 1 H), 7.36 
(s, 1 H), 9.41 (br s, 1 H). 
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Try AMPLE 65 



9-Chloro-l , U-dihydro-ll-ethynyloxazolo[4 , 3-c]quina- 



frv-^nTn-one 



6-Chloro-3 . 4-dihydro-4-ethynyl-4-hydroxy- 
methylquinazolin-2(lH)-one (60 mg, 0.253 mmol) was 
added to a solution of formaldehyde (37 wt.% in water, 
1 ml) and formic acid, (96%. 1 ml) and the mixture was 
heated at 95-100«C for 3 h. The mixture was cooled. 
10 basif ied with saturated sodium hydrogen carbonate 
solution, extracted into ethyl acetate, washed with 
brine (2x10 ml), dried (Na 2 S0 4 ) and evaporated. 
Methanol (5 ml) and 1M NaOH (1 ml) were added to the 
residue and after stirring for 0.5 h the solvent volume 
15 W as reduced in vacuo and the residue was extracted into 
ethyl acetate, washed with brine, dried (Na 2 S0 4 ) and 
evaporated ia vacua- The crude residue was purified by 
flash column chromatography on silica (eluting with 10% 
methanol/chloroform) to give the title compound as a 
20 crystalline solid (56 mg, 90%): mp 201-203'C; 

1 H NMR (CPC1 3 ): 5 2.60 (8. 1 H), 4.00 (d, J = 7.63 Hz, 
1 H). 4.60 (d, J = 7.63 Hz, 1 H). 5.12 (d, J - 4.27 Hz. 
1 H), 5.48 (d, J = 4.27 Hz, 1 H). 6.82 (d. J = 8.55 Hz. 
1 H), 7.18 (d, J = 2.14 HZ, 1 H), 7.25 (dd, J = 8.55 
25 and 2.14 Hz, 1 H), 8.55 (br s, 1 H). 

pTAMPLE 66 

6-Chloro-3 , 4-dihydro-4-ethyloxymethyl-4-ethynylquina- 

30 ^Vyi-ynHUone _ ■ — 

Sodium hydride (16 mg, 0.667 mmol) was added 
to a stirred solution of 6-chloro-3.4-dihydro-4-ethynyl- 
4-hydroxy-methylquinazolin-2(lH)-one (48 mg, 0.203 
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mmol) in dry DMT (0.4 ml). Alter 2 min ethyl iodide (18 
ml, 0.225 mmol) was added and after a further 1 h r 
saturated ammonium chloride solution (1 ml) was added 
and the mixture was extracted with ethyl acetate (50 

5 ml), washed with water and brine, dried (t^SOj^) and 
evaporated in vacuo . The resulting oil was purified by 
flash column chromatography on silica (dry loaded, 
eluting with an ethyl acetate /herane gradient, 25-100^ 
ethyl acetate) to give the title compound (23 mg, 431) 

10 as a glass: 

X H NMR (CDC1 3 ): 5 1.20 (t, J = 6.8 Hz, 1 H), 2.62 (0, 1 
H), 3.56-3.69 (m, 4 H), 5.59 (br s, 1 H), 6.69 (d, J * 
8.5 Hz, 1 H), 7.21 (dd, J » 8.5 and 2.2 Hz, 1 H), 7.37 
(d, J m 2.2 Hz, 1 H), 7.77 (br s, 1 H) . 

15 

EXAMPLE 67 

6-Chloro-3 , 4-dihydro-4~ethynyl-4(2-methoxyethoxymet^^ 
Q3OTethyX)<iuinagoli!n-?(ia)-one 

20 

Step A : 6-Chloro-3 , 4-dihydro-4(2-methoxyethoxymethyl- 
oxymethyl ) -4-tr i i sopropyls i lylethynylquina- 

2-Methoxyethoxymethyl chloride (0.171 ml, 
25 i.5o mmol) was added to a stirred solution of 

6-chloro-3 , 4-dihydro-4-hydroxymethyl-4-tr iisopropyl- 
silylethynyl^uinazolin-2(lH)-one (196 mg, 0.50 mmol) 
and N,N-diisopropylethylamine (0.261 ml, 1.50 mmol) in 
dry THF (0.5 ml). After 45 min the mixture was diluted 
30 with ethyl acetate, washed with 1& hydrochloric acid 
solution, saturated sodium hydrogen carbonate solution 
and brine, dried (Na2S04) and evaporated in vacuo . The 
resulting oil was purified by flash column 
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chromatography on silica (eluting with 5% 
methanol/chloroform) to give the title compound (240 
mg, 100%) as an oil: 

lH KMR (CDC1 3 ): 8 1.07 (s, 21 H), 3.36 (s, 3 H), 
5 3.37-3.80 (m, 6 H) , 4.68 (d, J = 6.9 Hz, 1 H) » 4.74 (d, 
j = 6.9 Hz, 1 H), 5.80 (d, J » 1.5 Hz, 1 H), 6.74 (d, J 
= 8.5 Hz, 1 H), 7.14 (1H dd, J = 8.5 and 2.1 Hz, 1 H), 
7.39 (d, J = 2.1 Hz, 1 H), 9.56 (br s, 1 H). 

10 Step B ; 6-Chloro-3,4-dihydro-4-ethynyl-4-(2-methOxy- 

tX ^ * ggmet b Y 1 n^vmethvl ) QU inaZQl j n-2 ( lH)-Ofre 

Tetrabutylammonium fluoride (1 13 solution in 
THF, 57 |il) was added to a stirred solution of 
6-chloro-3 . 4-dihydro-4(2-methoxyethoxymethyloxymethyl)- 

15 4_triisopropylsilylethynyleiuinazolin-2(lH)-one (250 mg, 
0.519 mmol) in dry THF (1 ml). After one hour the 
solution was poured into saturated ammonium chloride 
solution and was extracted with ethyl acetate (15 ml), 
washed with water (2x10 ml) and brine (2x15 ml), dried 

20 (Na 2 S0 4 ) and evaporated ia yacuo. The resulting oil was 
purified by flash column chromatography on silica 
(eluting with 10% methanol/chloroform) to give an oil 
which was further purified by preparative HPLC (C-18, 
acetonitrile/water/0.1% H3PO4) to give the title 

25 compound (21 mg, 12%) as an oil: 

% NMR (CDCI3): 8 2.64 (S, 1 H), 3.37 (S, 3 H) , 3.59 
(m, 4 H), 3.76 (d, J = 9.7 Hz, 1 H), 3.83 (d. J = 9-7 
Hz, 1 H) , 4.73 (d, J = 6.9 Hz, 1 H), 4.77 (d, J - 6.9 
HZ, 1 H), 6.11 (br s, 1 H) , 6.75 (d, J = 8.5 Hz, 1 H), 

30 7.I8 (dd, J = 8.5 and 2.1 Hz, 1 H), 7.3(d, J » 2.1 Hz, 
1 H), 9.27 (br 8, 1 H) . 
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TIT AMPLE 68 

ft - ^tftrr>-3 . 4-dthyrt™-4-eth v nv1 -4-fflethoxvmethvloxvnethvl- 

r [iiinazolip -2(lH)-one ■ 

5 Chloromethylmethyl ether (1.20 ml, 16.1 mmol) 

was added to a stirred solution of 6-chloro-3 , 4-dihydro- 
4_ethynyl-4-hydroxymethylquinazolin«-2(lH)-one (80 mg, 
0.338 mmol), and N,N-diisopropylethylamine (2.8 ml, 
16.1 mmol) in dry THF (10 ml). After 1 h the mixture 
1° was poured into ethyl acetate, washed with water (15 
ml) and brine (2x15 ml), dried (Na 2 S0 4 ) and evaporated 
ia vacuo . The resulting yellow solid was purified by 
flash column chromatography on silica (eluting with 5% 
methanol/ chloroform) to give an oil which was further 
15 purified by preparative HPLC (C-18, 

acetonitrile/water/0.1% H3PO4) to give the title 
compound (10 mg, lift) as a crystalline solid: mp 
101-102»C; 

1h NMR (CDC1 3 ): 5 2.65 (s, 1 H) , 3.33 (s r 3 H) , 3.71 
20 (d> j = 9.8 Hz, 1 H) , 3.77 (d, J = 9.8 Hz, 1 H), 4.65 
(d, J * 6.7 Hz, 1 H), 4.69 (d, J = 6.7 Hz, 1 H), 5.63 
(br s, 1 H), 6.69 (d, J « 8.5 Hz, 1 H), 7.21 (dd, J - 
8.5 and 2.4 Hz, 1 H), 7.39 (d, J * 2.4 Hz, 1 H), 7.91 
(br s, 1 H). 

25 

ft-Chl nrn-3 , 4-dihvdro-4-eth ynvl-4(2-methvl-2~PrOPYlPXY- 

mpfrhvl^Quiw"Hn-?(ltt>-one 

30 2-Methyl-2-propene (5 ml) was condensed on to 

a frozen solution of 6-chloro-3,4-dihydro-4-ethynyl-4- 
hydroxymethylquinazolin-2(lH)-one (89 mg, 0.376 mmol) 
and concentrated sulfuric acid (70 ml) in dioxane (5 ml) 
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at _78*C. The mixture was warmed 0°C, stoppered and 
then stirred at RT for 96 h. The solution was. poured 
into saturated sodium hydrogen carbonate solution, 
extracted with ethyl acetate, washed with water and 

5 brine, dried (Na 2 S0 4 > and evaporated in xaciia. The 
resulting oil was purified by flash column 
chromatography on silica (dry loaded, eluting with 2Z 
methanol in chloroform) to give a glass which was 
crystallised and then recrystallised from methylene 

10 chloride/hexane to give the title compound (47 mg, 
43%): mp 193-195' C; 

lH NMR (CDC1 3 ): o 1.16 (s, 9 H), 2.57 (s, 1 H), 3.51 
(d, J = 8.6 Hz, 1 H), 3.59 (d, J * 8.6 Hz. 1 H). 5.62 
(br 8 (1 H), 6.70 (d. J = 8.5 Hz, 1 Hz), 7.20 (dd. J - 
15 8.5 and 2.2 Hz, 1 H), 7.36 (dd, J = 2.2 Hz, 1 H) , 8.10 
(br s, 1 H). 

TvTftKPLE 70 

20 e-Chloro-3 , 4-dihydro-4-ethynyl-4(2-f uryDguinazolin- 

?nm-»one_ — 

<; tep A: 6-Chloro-3 , 4-dihydro-4(2-furyl)-4-tr iisopropyl- 
ff 4 1 vl Pthvn y i r |iiiTi az olin-2(lH)-gne 

25 Butyllithium (2.5 U solution in bfeatanes, 20 

ml) was added over 5 min to a stirred solution of furan 
(4.40 ml, 60.5 mmol) in dry THF (50 ml) at 0*C under 
argon. After 30 min the resulting solution (20 ml) was 
added dropwise to a stirred mixture of 6-chloro-4- 

30 t riisopropylsilylethynyl-2(lH)-quinazolinone (1.083 g, 
3 00 mmol) and magnesium bromide etherate (1.551 g, 
6.01 mmol) in dry diethyl ether (15 ml) at 0'C under 
argon. After 1 h more a-lithiofuran (50 ml) was added 
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and the mixture was warmed to RT. After 1 h, saturated 
ammonium chloride solution (20 ml) was added and the 
mixture was extracted with ethyl acetate (100 ml), 
washed with brine, dried (Na 2 S04) and evaporated in 

5 vacuo . The crude product was purified by flash column 
chromatography on silica (dry loaded, eluting with an 
ethyl acetate /hexane gradient, 20-40% ethyl acetate) to 
give the title compound (1.057 g, 82%) as a tan solid: 
X H NMR (CDC1 3 ): 6 1.09 (S, 1 H), 5.47 (br s, 1 H), 6.31 

10 (dd, J = 3.2 and 1.9 Hz, 1 H) , 6.38 (dd, J ■ 3.2 and 0.9 
Hz, 1 H), 6.72 (d, J = 8.5 Hz, 1 H), 7.20 (dd, J = 8.5 
and 2.4 Hz, 1 H), 7.33-7.36 (m, 2 H), 7.79 (br s, 1 H). 

gtep B: 6-Chloro-3 ,4-dihydro-4-ethynyl-4(2-furyl) 

15 qn inazol in-2 ( 1H )-one 

Tetrabutylammonium fluoride (1 K solution in 
THF, 3.3 ml) was added to a stirred solution of 
6-chloro-3 , 4-dihydro-4(2-f uryl)-4-triisopropylsilylethyn 
ylquinazolin-2(lH)-one (0.999 g, 2.328 mmol) in dry THF 
20 (6 ml). After 15 min, saturated ammonium chloride 
solution (5 ml) and brine (5 ml) were added and the 
mixture was extracted with ethyl acetate (50 ml), 
washed with brine, dried (Ma2S0 4 ) and evaporated ia 
3£a£iifi. The residue was purified by flash column 
25 chromatography on silica (eluting with 2% n&thanol in 
chloroform) to give a solid which was recrystallised 
from methylene chloride to give the title compound 
(0.538 g, 85%): mp 213-215 °C; 

l H NMR (CDCI3): 6 2.79 (s, 1 H), 6.07 (br s, 1 H), 6.32 
30 (dd, J « 3.4 and 2.0 Hz, 1 H), 6.38 (dd, J = 3.4 and 
0.9 Hz, 1 H), 6.77 (d, J = 8.5 Hz, 1 H), 7.19 (dd, J = 
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8.5 and 2.2 Hz, 1 H) , 7.29 (d, J « 2.2 Hz, 1 E), 7.38 
(dd, J = 2.0 and 0.9 Hz, 1 H), 9.04 (or s, 1 H). 

SAMPLE 71 

5 

6-Chloro-3 , 4-dihydro-4-ethynyl-4(2-f uryl)-3Hnethylquin- 
?roHn-?qfl)-pne . — ; 

Step A: 6-Chloro-3 ,4-dihydro-4-ethynyl-4(2-furyl)- 

10 1 ( 4-methoyvbenzvl ~)q y inazolin-7 qH)-OPe — 

Sodium hydride (33.6 mg, 1.40 mmol) was added 
to a stirred solution of 6-chloro-3,4-dihydro-4- 
ethynyl-4(2-furyl)quinazolin-2(lH)-one (0.333 g, 1.22 
mmol) and sodium iodide (22.5 mg, 1.50 mmol) in dry DMF 

15 (2 ml). After 10 min 4-methoxybenzyl chloride (0.180 
ml, 1.33 mmol) was added and after a further 30 min 
saturated ammonium chloride solution (2 ml), water (2 
ml) and e hyl acetate (20 ml) were added, and the 
mixture was washed with water (2x20 ml) and brine, 

20 dried (Na 2 S0 4 ) and evaporated is yacjlfi. The resulting 
oil was purified by flash column chromatography on 
silica (dry loaded, eluting with an ethyl 
acetate/hexane gradient, 30-40% ethyl acetate) to give 
the title compound (0.264 g, 55%) as a pale tan solid: 

25 1 H NMR (CDC1 3 ): 8 2.82 (S, 1 H) , 3.77 (S, 1 H), 5.08 

(d, J = 16.4 Hz, 1 H), 5.15 (d, J = 16.4 Hz, 1 H) , 5.63 
(br s, 1 H), 6.35 (dd, J * 3.3 and 1.7 Hz, 1 H), 6.37 
(dd, J = 3.3 and 1.0 Hz, 1 H), 6.77 (d, J = 8.8 Hz, 1 
H),6.82 (d, J * 8.8 Hz, 2 H), 7.12-7.18 (m, 3 H) , 7.31 

30 (d! J = 2.4 Hz, 1 H), 7.41 (dd, J = 1.7 and 1.0 Hz, 1 
H). 
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Step B: 6-Chloro-3 , 4-dihydro-4-ethynyl-4(2-furyl)- 
1 (4-methoxybenzyl )-3-methylfuinazolin- 

2(lH>-one : . 

Sodium hydride (14.4 mg, 0.600 mmol) was 

5 added to a stirred solution of 6-chloro-3 , 4-dihydro-4- 
ethyny 1-4 ( Z-f uryl )-l ( 4-methoxybenzyl )quinazolin-2 ( 1H) - 
one (202.1 mg, 0.514 mmol) in dry DMF (2 ml). After 10 
min methyl iodide (32 ml, 0.514 mmol) was added and 
after a further 20 min saturated ammonium chloride 

10 solution (2 ml), water (2 ml) and ethyl acetate (20 ml) 
were added, and the mixture was washed with water (2x20 
ml) and brine, dried (Na 2 S04) and evaporated in vacuo- 
The resulting oil was purified by flash column 
chromatography on silica (dry loaded, eluting with 20Z 

15 ethyl acetate/hexane) to give a glass which was 
crystallized from ethyl acetate/hexane to give the 
title compound (134.2 mg, 6411): 

*H NMR (CDC1 3 ): 5 2.85 (s, 1 H) , 3.06 (S, 3 H) , 3.77 
(S, 3 H), 5.11 (d, J = 16.4 Hz, 1 H) , 5.19 (d, J = 16.4 
20 Hz, 1 H), 6.37 (dd, J ■ 3.4 and 1.8 Hz, 1 H), 6.58 (dd, 
J m 3.4 and 1.0 Hz, 1 H), 6.73 (d, J « 8.8 Hz, 1 H), 
6.84 (d, J « 8.8 Hz, 2 H), 7.10 <dd, J * 8.8 and 2.4 
Hz, 1 H), 7.16 (d, J • 2.4 Hz, 1 H), 7.19 (d, J - 8.8 
Hz, 2 H), 7.38 (dd, J ■ 1.8 and 1.0 Hz, IE). 

25 

Step C : 6-Chloro-3 , 4-dihydro-4-ethynyl-4(2-fufyl)- 

3-methvlqu ina2olin-2(lH^-one 

Trif luoroacetic acid (2 ml) was added to a 
solution of 6-chloro-3,4-dihydro-4-ethynyl-4(2-furyl)- 
30 i(4-methoxybenzyl)-3-methylquinazolin-2(lH)-one (85.1 
mg, 0.209 mmol) in dry dichloromethane (2 ml). After 
40 min the resulting deep purple solution was 
evaporated in saoio. to a glass. Triethylamine (4 ml) 
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and dichloromethane (2 ml) were added and the solution 
was evaporated in vaaiQ to an orange glass which was 
purified by flash column chromatography on silica (dry 
loaded, eluting with an ethyl acetate/hexane gradient, 

5 30-40% ethyl acetate) to give a solid which was 

recrystallized (ethyl acetate/hexane) to give the title 
compound (10.7 mg. 18%): mp 194-198 °C (dec); 
% NMR (CDC1 3 ): 5 2.84 (s, 1 H), 3.00 (s, 3 H) , 6.36 
(dd, J = 3.3 and 1.7 Hz, 1 H), 6.61 (dd, J = 3.3 and 

10 0.7 Hz, 1 H), 6.71 (d, J = 8.5 Hz, 1 H), 7.12 (d, J = 
2.4 Hz, 1 H), 7.18 (dd, J = 8.5 and 2.4 Hz, 1 H), 7.37 
(dd, J * 1.7 and 0.7 Hz. 1 H), 7.94 (br S, 1 H). 

ftY AMPLE 72 

IS 

(+/-) 6~Chloro-4,4-dicyclopropylmethyl-3,4- 
A- fl ? hyd rooy j n a Sfll in ~ 2 < 1H > - Qne 

Step A : 6-Chloro-4 , 4-di-(2-propenyl)-3 , 4-dihydroquina-. 

20 ^pi^-SflHWone — — — 

Allyl magnesium bromide (32.8 ml, 1.0M in 

ether), was added dropwise to a solution of 

5-chloroanthranilonitrile in 40 ml dry ether at 0»C. 

The bath was removed and stirred for 30 min. Cooled to 
25 o«C and dimethylcarbonate (3.3 ml, 39.3 mmol) was 

added. The bath was removed and stirred for 2 h. 

Ether was added and 8.79 g of a yellow solid was 

filtered off and dried by suction. 
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10 



15 



20 
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step B : 6-Chloro-4 , 4-di-(2-propenyl )-l-(4-methoxy- 

hpn».v1 -3 . &-A i hvd roan i nazol in-2 ( 1H Y-^one 

In a manner according to Example 25, step C, 
the title compound was prepared from 6-chloro-4,4~di- 
(2-propenyl)-3,4-dihydroquinazolin-2(lH)-one (8.79 g, 
13.1 mmol) to give 990 mg of a yellow solid. 

step C ; 6-Chloro-4 , 4-dicyclopropylmethyl-l-(4-methoxy- 

hftnsvl ^-3 , b ~A ihvdroqiH nazol in-2 (IH)-one 

In a manner according to Example 24, step B, 
the title compound was prepared from 300 mg (0.783 
mmol ) 6-chloro-4 , 4-di~(2-propenyl )-l-(4-methoxy- 
benzyl)-3,4-dihydroquinazolin-2(lH)-one to give 303 mg 

of a solid. 

Step P : 6-Chloro-r4 , 4-dicyclopropylmethyl-3 , 4-dihydro- 

quinazolin-2(lH)-one . 

In a manner according to Example 14, step C, 
the title compound was prepared from 108 mg (0.263 
mmol) 6-chloro-4, 4-dicyclopropylmethyl-l-(4-methoxy- 
benzyl)-3,4-dihydroguinazolin-2(lH)-one to give 40 mg 
(53%) of a solid. 

l E HMR (CDC1 3 ): 8 -0.05-0.02 (m, 2H); 0.06-0.16 (m, 
2H); 0.35-0.43 (m, 2H); 0.43-0.54 (m, 2H); 0.58-0.69 
(m, 2H); 1.68 (dd, J=6.7,14.3, 2H); 1.80 (dfl, 
J=6.6,14.5, 2H); 5.36 (br s, 1H); 6.68 (d, J=8.4. 1H); 
7.06 (d, J=2.2, 1H); 7.12 (dd, J^2.2,8.4, 1H); 8.13 (br 
s, 1H). mp: 183-185 °C 



30 
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ETTAOTMS 73 

( t I- ) 9-Chloro-10b-(2-f uryl )-l ,2,3, lOb-tetrahydro- 

r y ^1nri.2^1qtt4n aZ Qlin- , i( , f)HVQne 

5 

Etep A : 6-Chloro-4-(2-furyl)-4-(3-hydroxypropyl)-3,4- 

4^diiaBiaBgn iaaaa3 ^-^ 1H,> - Qne ■ 

In a manner according to Example 25, step A, 
the title compound was prepared from 6-chloro-4- 
10 (Z -furyl)-4-(2-propenyl)-3,4-dihydroquinazolin-2(lH)-om 

(192 mg, 0.665 mmol) to give 124 mg of a foam. 
S^gj^: (+ /_) 9 -(*loro-10b-(2-furyl)-l,2,3,10b-tetra- 

IS m a manner according to Example 25, step £» 

the title compound was prepared as the unexpected 
product from 124 mg (0.381 mmol) of 6-Chloro-4- 
(2-f uryl )-4-(3-hydroxypropyl )-3 , 4-dihydroquinazolin- 
2(lH)-one to give 8 mg (8%) of a solid: 

20 lfi NMR (CDC1 3 ): 5 2.02-2.09 (m, 2H>; 2.29-2.37 (m, 1H); 
2.90 (ddd, J=2.2,6.1,12, 1H); 3.71-3.75 (m. 2H>; 6.05 
(dd, J=0.9,3.3, 1H); 6.23 (dd, J-l.8,3.1. 1H); 6.72 (d, 
j=8.4, 1H); 7.16 (dd, J=2.4,8.4. 1H); 7.27 (d, J=2.4, 
1H); 7.31-7.32 (m, 1H) . 

25 mp: 264° C (dec) 

TRAMPLE 74 

(+/ _ ) 10-Chloro-llb-cyclopr opylmethyl-1 , llb-d ihydro-2H , 
30 ftH-n ..3io» »7 ;?«nr4.3-c1nuinagoUn-6f7H>-oqe — 
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Step A : 6-Chloro-4-cydopropylmethyl-4-(2-propenyl )- 

In a manner according to Example 24, step B, 
the title compound was prepared from 6-chloro-4,4-di- 
5 (2-propenyl)-3,4-dihydroguinazolin-2(lH)-one (1.95 g, 
7.42 mmol) to give 1.8 g of a foam. 

Step B : 6~<3iloro-4-cyclopropylmethyl-4-(2-hydroxy- 

ethvl>-3 . 4 -dihvdroquinazolin-2(lH)-one 

1° In a manner according to Example 22, step A, 

the title compound was prepared from 6-chloro-4-cyclo- 
propylmethyl-4-(2-propenyl )-3 , 4-dihydroguinazolin-2 (1H)- 
one (1.8 g, 6.64 mmol) to give 847 mg of a foam. 

15 Step C : (+/-) 10-Chloro-llb-cyclopropylmethyl- 

lb , llb-dihydro-2H, 6H-tl , 3]oxazino[4, 3-c]- 

qninazolin-6(7H)-one 

6-Chloro-4-cyclopropylmethyl-4-(2-hydroxy 
ethyl)-3,4-dihydroquinazolin-2(lH)-one (100 mg, 0.356 

20 mmol) was refluxed in 1 ml formic acid and 1 ml 

formalin under argon for 1 h. The reaction was cooled, 
basified with 10% Na2C0 3 , extracted with chloroform, 
washed with water, brine, dried over Na 2 S04,' filtered 
and the solvent removed in, vacuo to give an oil . The 

25 oil was dissolved in 3 ml methanol and 2 mT 2N NaOH and 
stirred for 15 min. The solvent was removed, water was 
added, extracted with EtOAc, washed with water, brine, 
dried over MgS04, and the solvent removed in vacuo to 
give 56 mg (54%) of a solid. 

30 1h HMR (CTC1 3 ): 8 -0.25-(-)0.17 (m, 1H); -0.05-0.02 (m, 
1H); 0.28-0.36 (m, IB); 0.38-0.46 (m, 1H); 0.48-0.57 
(m, 1H); 1.49 (dd, J=6.6,14.5, 1H); 2.01 (dt, 
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J=1.8,13.4, 1H); 2.27-2.36 (m, 2H>; 3.94 (td, J=2.3, 
12.4, 1H); 4.11 (dd, J=5. 1,12.1, 1H); 4.48. (d, J«10.3, 
1H>;5.86 (d, J=10.3, 1H); 6.60 (d, J=8.4, 1H); 7.00 <d, 
J=2.2, 1H); 7.14 (dd, J=2.2,8.4, 1H); 7.67 (br s, 1H). 
5 mp: 197-198 'C 

TRAMPLE 75 

(+/-) 10-Chloro-llb-cyclopropylmethyl-l , llb-dibydro- 
10 9H.6H-ri.31 ^ y .iTior4.3-c1quinagQHT)-4,6f7H)-dAOBS 

Step A : 6-Chloro-4-cyclopropylmethyl-l-(4-methoxy- 
benzyl )-4-( 2-p topenyl)-3 , 4-dihydroquina- 

T ^iiti-?aH'>-one 

15 in a manner according to Example 24, step B, 

the title compound was prepared from 6-chloro-4,4-di- 
(2-propenyl)-l-(4-methoxybenzyl)-3,4-dihydroqnina2olin-2 

(lH)-one (356 mg, 0.914 mmol) to give 304 mg of an oil. 

20 step B : 6-Cbloro-4-cyclopropylmethyl-4-(2-hydroxy- 

ethyl )-l-(4-methoxybenzyl>-3 , 4-dihydroquina- 

zolin-2(lg)-Qne __ 

In a manner according to Example 22, step A, 
the title compound was prepared from 6-chloro-4-cyclo- 
25 propylmethyl-l-(4-methoxybenzyl)-4-(2-propenyD~3 , 4-di 
hydroquina2olin-2(lH)-one (304 mg, 0.766 mmol) to give 
155 mg of an oil. 

step C ; 6-Cbloro-4-cyclopropylmethyl-4-(2-hydroxy- 

30 Pthvl ^-3 , 4-dihvdroQ iiinazolin-2(lH)-One 

In a manner according to Example 14, step C, 
the title compound was prepared from 6-chloro-4-cyclo- 
propylmethyl-4-(2-hydroxyethyl)-l-(4-methoxyben2yl)-3 , 4- 
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dihydroquinazolin-2(lH)-one (130 mg, 0.324 mmol) to 
give 67 mg of a solid. 

Step D : (+/-) 10-Chloro-llb-cyclopropylmethyl-l,llb- 
5 dihydro-2H,6H-[l,3]oxa2inot4,3-c]quinazolin-4, 

6(7m-dione 

6-Chloro-4-cyclopr opylmethyl-4- ( 2-hydroxy~ 
ethyl)-3,4-dihydroquinazolin-2(lH)-one (35 mg, 0.125 
mmol), carbonyl diimidazole (22 mg, 0.137 mmol), and 

10 diisopropylethylamine (0.024 ml, 0.137 mmol) were 

dissolved in 2 ml dry THF and stirred tinder argon for 7 
h. Diluted with EtOAc, washed with 1 M citric acid, 
water, brine, dried over MgS0 4 , filtered and solvent 
removed in zacafl to give an oil. The oil was dissolved 

15 in 1 ml DMF and 20 mg KaH (60X in oil) was added and 
stirred for 2 h. The reaction was quenched with water 
and extracted with EtOAc. The organic layers were 
washed with water, brine, dried over MgS0 4 , filtered, 
the solvent removed in yacuq, chromatograpbed on 

20 silica gel using 5% methanol/chloroform to give 6 mg 
(16%) of a solid. 

*H NMR (CDC1 3 ): © -0.24-(-)0.14 (m, 1H); 0.00-0.09 (m, 
1H); 0.30-0.48 (m, 2H); 0.48-0.58 (m, 1H); 1.84 (dd, 
J=6.7,14,3, 1H); 1.98 (dd, J=6.5,14.4, 1H) ; 2 . 43-2 . 55 
25 (m, 1H); 2.76-2.87 (m, 1H); 4.37-4.56 (m, 2H); 6.94 (d, 
J=8.4, 1H); 7.12 (d, J=2.0, 1H); 7.28 (dd, J=2.1,8.4, 
1H); 9.14 (br s, 1H). mp: 195°C (dec). 
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THT AMPLE 76 

(+ /-)-6-Chloro-4-allyl-3 , 4-dihydro-4-isopropyl<luina- 

2fllia=ma^aafi — - 

5 

step A ; ( t ^-6-chi a=A=i sooropvi (minasnl i T>-? r gH)-one 
In the manner outlined in Example 72, step A, 
the title compound was prepared from 5-chloro- 
anthranilonitr ile . 
10 1 H NMR(CDC1 3 ): 8 0.75 (d, J=6.78, 3H) , 1.06 (d. J=6.77, 
3H>, 2.22-2.35 (m. 1H), 6.79 (d. J-8.24, 1H) , 7.26 (dd. 
J=8.06. 2.20, 1H), 7.63 (dd, J=8.79, 2.20, 1H), 7.92 
(S, 1H). 

15 Step B : (+/-)-6-Chloro-4-allyl-3,4-dibydro-4-iso- 

prn pvlanina^m in-2( lfl )-one 

In the manner outlined in Example 39, the 
title compound was prepared from <+/-)-6-Chloro- 
4-isopropylquinazolin-2(lH)-one . 

20 m p: 145-149 'C 

lH NMR(CDC1 3 ): 6 0.85 (d, J-6.78, 3H) , 0.98 (d. J=6.77, 
3H). 2.01 <m. 1H), 2.55 (d, J-7.U. 2H>. 5.01-5.09 (m. 
3H) 5.54-5.62 (m, 1H) , 6.63 (d, J=8.61. 1H) , 7.03 (d, 
J-2.20. 1H), 7.10 (dd, J=8.42, 2.19, 1H) , 7.97-8.18 <*. 

25 1H). 

pYAMPLE 77 



(+ /_)-6-Chloro-4-n- propyl-3 ,4-dihydro-4-isopropylqui 

30 ^i^^flHWone — 

In the manner outlined in Example 92, the 
title compound was prepared from (+/->-6-chloro-4~ 
allyl-3 »4-dihydro-4-isopropylquinazolin-2(lH)-one . 

mp: 200-201°C 
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*H NMR(CDC1 3 ): 5 0.75-2.10 (m, 5H), 0.81 (d, J=5.66. 
3H) t 0.87 (t, J=6.41, 3H), 0.97 (d, J=6.60, 3H),.5.09 
(br a, 1H), 6.65 (d, J=8.36, 1H), 6.99 (d, J=2.01, 1H), 
7.09 (d f J»8.25, 1H), 8.58 (br S, 1H) 

5 

EXAMPLE 78 

( + ) -6-Chlo ro-4-n- propyl-3-methyl-3 , 4-dihydro-4-iso- 
propylOTinagQlin-2(lB)-oae 

10 100 mg (0.36 mmol) of (+)-6-Chloro-4-cyclo- 

propyl-3-methyl-3 , 4-dihydro-4-n-propylquinazolin-2 (1H)~ 
one was dissolved in 20 ml methanol, treated with 30 mg 
Pd(0H) 10% on carbon and hydrogenated for 16 hr at 40 
psi. Removal of the catalyst by filtration followed by 

15 concentration yielded a yellow solid. This solid was 
dissolved in 5 ml acetic acid, and treated with 17 mg 
Pt oxide under a 1 atm hydrogen atmosphere . After 24 
hr another 35 mg of Pt oxide added. After 16 hr the 
catalyst was filtered off and the acid solution was 

20 made pH=8 with cold 40 % NaOH and was extracted into 
EtOAc. The organic layer was washed with brine, dried 
over NaSO^. and concentrated to yield a residue which 
was chromatographed on silica gel using 1:3 EtOAc:CHCl 3 
to give 35 mg (40%) of- the title compound as a 

25 colorless solid. ' 
mp: 119-121 °C 

l E NMR(CDC1 3 ): 5 0.79 (d, J=6.77, 3H), 0.87 (d, J=6.78, 
3H), 0.87-2.38 (m ,8H), 2.99 (s, 3H), 6.69 (d, J=7.88, 
1H), 6.88-6.92 (m, 1H), 7.02 (d, J=7.87, 1H), 7.12-7.16 
30 ( m , IE), 8.20 (br s, 1H). 
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mm£ 79 



(*+/-)-6-Chloro-4-cyclopropyl-4-etlioxymethyl-3-ethyl- 



5 

step A ; (+/-)-2 , 6-Dichloro^cyclopropyl-4^tlu«y- 

To a stirring solution of 210 mg (0.68 mmol) 
of (+/-) 6-chloro-4-cyclopropyl-4-ethoxymethyl-3- 

10 e thyl-3,4-dihydroquinazolin-2(lH)-one in 10 ml of 

P0C1 3 was added 80.2 mg (1.50 mmol) of NH 4 C1 and the 
mixture was heated at reflux for 2.5 hr. The POCI3 was 
removed under reduced pressure. The residue 
partitioned between CHC1 3 and 10% NaHC0 3 then washed 

15 with water and brine, dried over Na 2 S0 4 and 

concentrated to dryness to yield 170 mg of the title 
compound as a light yellow foam. 

% NMR (CDCI3): 5 0.48-.52 (m, 2H>; 0.63-.76 (m, 2H); 
1 16(t. J=7.1Hz, 3H); 1.40 (t, J=7.lHz, 3H); 3.48 (q, 
20 J.7.0HZ, 3H); 3.72(d, J=1.5Hz, 3H); 3.74-3.94(m, 2H); 
7.15-7.25 (m, 3H) . 

Step B : (+/ - ) -6-Chloro-4-cyclopr opyl-4-ethoxy- 

methyl-3-ethyl-3 , 4-dihydro-2(lH)-cyanoimino- 

25 q^ynazoline . 

(+/_)_2 , 6-Dichloro-4-cyclopropyl-4-ethoxy- 
methyl-3-ethyl-3,4-dihydroquinazoline (170 mg, 0.523 
mmol) was combined with cyanamide (1.70 g) and the 
mixture was melted in a 60°C oil bath. After 6h the 
30 mixture was partitioned between water and EtOAc. The 
organic layer was washed with water, brine, dried over 
Na 2 S0 4 and concentrated to give a residue which was 
chromatographed on silica gel using 30:70 ethyl 
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acetate-hexane . Crystallization from pet ether-di ethyl 
ether afforded 41 mg (23%) of the title compound as a 
colorless solid* 

*H NMR (CDC1 3 >: 5 0.37(m, 2H); 0.65(m, 2H); 1.13<t, 
5 6.9Hz, 3H);1.30(m, 4H); 3*45(dd, J*7.0* 14.0Hz, 2H); 
3.66-3.83(m f 4H); 7.00(d, J*9.lHz, 1H); 7.20-7.24 (m, 
2H); 8.47 (s, 1H). 
mp: 148-150°C (dec) 

(+/-)-6-Chloro-4-cyclopropyl-4-ethox3rmethyl-3-ethyl- 

3 , 4-dihvdro-2(lH Vmethoanrliminoouinazoline 

(+/_)_2 , 6-Dichloro-4-cyclopropyl-4-~ethoxymethy 

15 l-3-ethyl-3,4-dihydroc[uinazoline (68 mg, 0.28 mmol) as 
prepared in Example 79, Step A and methoxylamine 
hydrochloride (255 mg, 1.68 mmol) were dissolved in 8.0 
ml of pyridine to which cesium carbonate (339 mg, 1.04 
mmol) was added and the reaction mixture was stirred at 

20 50 °C for 17h. The solvent was removed under reduced 
pressure and the residue partitioned between water and 
EtOAc. The organic layer was washed with water, brine, 
dried over Na2S04 and concentrated to yield a residue 
which was chromatographed on silica gel using 30:70 

25 ethyl acetate-hexane then crystallized fronf diethyl 

ether to give 65 mg colorless solid (23%) of the title 
compound isolated as the dihydrochloride salt: 
X H NMR (CDC1 3 ): 5 0.28(m, 2H); 0.50(m, 2H); 1.02(m, 
1H); 1.17(t, 6.9Hz, 3H); 1.27(t, J= 7.0Hz, 4H); 

30 3.44-3.82(m, 9H); 3>66-3.83(m, 4H); 7.00(d, J«8.3Hz, 
1H); 7.12(dd, J=6.3, 8.5Hz, 1H); 7.19(d, J=2.3Hz, 1H); 
7.47 (s, 1H). 
mp: 114-115 *C 
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AMPLE 81 

(+/_ >_6-chloro-4-cyclopropyl-4-ethoxymethyl-3-ethyl-3 , 4- 
A J hvri ro-2 f 1 H">— hvd roxvl 1 mi nOQUinaZOline 

5 (+/-)-2 , 6-Dicbloro-4-cyclopropyl-4-ethoxy- 

metbyl-3-ethyl-3,4-dihydroquinazoline (150 mg, 0.458 
mmol) as prepared in Example 79, Step A and 
hydroxylamine hydrochloride (160 mg, 2.29 mmol) were 
dissolved in 10.0 ml of pyridine to which cesium 

10 carbonate (746 mg, 2.29 mmol) was added. The reaction 
mixture was stirred at 60 6 C for 4b. The solvent was 
removed under reduced pressure, the residue partitioned 
between water and EtOAc, and the organic layer washed 
with water, brine, dried over Na 2 S0 4 , The EtOAc was 

15 concentrated to dryness followed by silica gel 

chromatography using 30:70 ethyl acetate -hexane to 
afford the title compound crystallized from diethyl 
ether -petroleum ether 89 mg colorless solid (60%): 
% NMR (CDC1 3 ): 6 0.31(d, J= 5.3Hz, 2H); 0.52(dd, 

20 j= 8.6, 16.7Hz, 2H); 1.02(m, 1H); 1.06(m, 1H); 1.16 
(t, 6.8Hz, 3H); 1.27(t, J= 6.8Hz, 3H) ; 3.43-3.72(m, 
4H); 3.74(s 2H); 6.66(d, J=8.6Hz, 1H); 7.14(dd, J«2.0, 
8.3Hz, 1H); 7.21(d, J=2.0Hz, 1H); 7.60(br s, 2H). 

25 EXAMPLE 82 

( + /_)_6-Chloro-4-phenyl-4-ethynyl-3-methyl-3 , 4-dihydro- 
?nH-)-methoxvliminoqttinazo liPe 



30 step A : (W-)-2,6-Dichloro-4-phenyl-4-ethynyl-3- 

ppth yl-3.4 -dihvdroquinazoline _ 

To a stirring solution of 1.50 g (4.80 mmol) 
of (+/-) 6-chloro-4-phenyl-4-ethynyl-3-methyl-3, 
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4-dihydroquinazolin-2(lH)-thione in in dry methylene 
chloride, 405 ul of distilled sulfuryl chloride was 
added, and the bright yellow solution was stirred 
overnight under argon. The solvent was removed under 
5 reduced pressure, the crude iminochloride was dissolved 
in petroleum ether and the suspension filtered to 
remove inorganic solids. The title compound was 
isolated after evaporation of the solvent and used 
directly in Step B. 

10 

Step B : (+ /- ) -6-Chlor o-4-phenyl-4-ethynyl-3-methyl- 

q 4-.riihvdro-2(lH VmethojcvliminoQuinazoline 

(+/-)-2 , 6-Dichloro-4-phenyl-4-ethynyl-3- 
methyl-3,4-dihydroquinazoline (100 mg, 0.317 mmol) and 

15 methoxylamine hydrochloride (265 mg, 3.17 mmol) were 
dissolved in 8.0 ml of dimethoatyethane to which cesium 
carbonate (310 mg, 0.95 mmol) was added and the reaction 
mixture was stirred at room temperature for 17 nr. The 
solvent was removed under reduced pressure and the 

20 residue partitioned between water and EtOAc. The 

organic layer was washed with water, brine, dried over 
Na 2 S04 and concentrated to yield a residue which was 
chromatographed on silica gel using 30:70 ethyl acetate- 
hexane then crystallized from petroleum ether to give 

25 the title compound, 136 mg colorless solid "(851). 

X H NMR (CDC1 3 ): 8 2.56(s, 3H); 2.86(s, 1H); 3.83(S 3H); 
6,59(d, J=2.2H2, 1H) ; 6.90(d, J*8.5Hz, 1H); 7.11(dd,. 
J=2.3, 8.5Hz, 1H); 7.39-7.42 (m, 3H); 7.59-7.65 (m, 
3H); 7.47 (s, 1H). 



30 
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KTftMPLE 83 

(+ /_)_6-Chloro--4-phenyl-4-ethynyl-3-methyl-3 , 4-dihydro- 
7 / ? m-iminoqu inazol iflfi. 



<+/-)-2 , 6-Dichloro-4-phenyl-4-ethynyl-3- 
me thyl-3,4-dihydroguinazoline (100 mg, 0.317 mmol) as 
prepared in Example 82, Step A was first dissolved in 
dimethoxyethane to which liquid ammonia was added 
before heating to 110 *C for 17h in a stainless steel 
10 bomb. The reaction mixture solvent -was removed tinder 
reduced pressure and the residue was chromatographed on 
silica gel using ammonia saturated chloroform and the 
product was lyophilized from dioxane to afford 53 mg of 
the title compound as a white solid. 
15 1 H NMR (CDC1 3 ): 5 2.86(s, 1H); 3.01(s, 1H); 3.83(s 3H>; 
4.30-4.90(br s, 2H) ; 6.75(d, J=2.3Hz, 1H); 6.87(d, 
j=8.5Hz, 1H); 7.08(dd. J=2.3, 8.5Hz, 1H); 7.35-7.40 (m, 
3H); 7.62-7.65 (m, 2H); 7.47 (s, 1H) . 

20 SAMPLE 94 

(+ /_)_6-Chloro-4-phenyl-4-ethynyl-3-methyl-3 , 4-dihydro- 

? ( i w, wvanoi mi nomiinazoline — 

( + /-)-2 , 6-Dichloro-4-phenyl«4-ethynyl-3- 

25 m ethyl-3,4-dihydroquinazoline (530 mg, 0.317 mmol) as 
prepared in Example 82, Step A was combined with 
cyanamide (1.50 g) and the mixture was melted in a 60°C 
oil bath. After 3h the mixture was partitioned between 
water and EtOAc . The organic layer was washed with 

30 water, brine, dried over Na 2 S0 4 and concentrated to 

give a residue which was chromatographed on silica gel 
using 30:70 ethyl acetate-hexane, and recrystallized 
from ethyl acetate-hexane to give 250 mg (48%) of the 
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title compound as a colorless solid. 
J-H NMR (CDCI3): 8 2.94(s,3H); 3.04(s, 1H); 6.9.0(d, 
J«1.9. 1H), 7.20(m, 2H) , 7.38-7. 46(m, 1H); 7.55-7.58(m, 
2H); 9.54(s, 1H). 
5 mp: 238-239*C (dec) 

( + /_)-e-Chloro-4-phenyl-4-ethyl-3-methyl-3 , 4-dihydro- 
10 2(lHWmethvliminoqttinazoline 

Step A : (+/-)-2 , 6-Dichloro-4-phenyl-4-ethyl-3-methyl- 
3i 4-dihydyoqm;l^z9^i^ 

To a stirring solution of 1.50 g (4*80 mmol) 
15 of (+/-) 6-chloro-4-phenyl-4^thyl-3-methyl-3, 

4~dihydroquina2olin-2(lH)-thione in dry methylene 
chloride, 405 |tl of distilled sulfuryl chloride was 
added, and the bright yellow solution was stirred 
overnight under argon. The solvent was removed under 
20 reduced pressure , the crude iminochloride was dissolved 
in petroleum ether and the suspension filtered to 
remove inorganic solids ♦ The title compound was 
isolated after evaporation of the solvent and used as 
is in Step B. 

25 

Step B : ( + / - ) -6-Chlo ro-4-pheny 1-4-e thyl-3^ne thy 1- 

3.4-dihvdr o-2(lHVmethvliminOQuina26line 

(+/-)-2 , 6-Dichloro-4-phenyl-4-ethyl-3-methyl- 
3,4-dihydroguinazoline (100 mg, 0.313 mmol) was 
30 dissolved in 10.0- ml of ethanol in a 60 ml gas-tight 
bomb and cooled to 0°C before condensing -5 ml 
methylamine gas into the reaction mixture. The 
reaction mixture was stirred for 5 days at ambient 
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temperature before removing the solvent under reduced 
pressure. The residue was partitioned between water 
and chloroform and the organic layer was washed with 
water, brine, dried over Na 2 S0 4 and concentrated to 
5 yield a residue which was chromatographed on silica gel 
using chloroform. The product wa* recrystallized from 
ethyl acetate-hexane to afford 90 mg colorless solid 
(95%) of the title compound. 

1h NMR (CDC1 3 ): 5 0.92(t, J= 7.3Hz, 3H); 2.24(q, J= 
10 7.1H2, 1H); 2.35(a, J= 7.1Hz, 1H); 2.64(s 3H) ; 3.15(s 
3H); 5.2(br S, 1/2H); 6.39(d, J- 2.4Hz, 1H); 7.02(dd, 
j= 2.3, 8.5Hz. 1H); 7.18 (br s, 1/2H); 7.29-7.48(m, 6H) 
mp: 192-195°C (dec) 

15 SAMPLE 86 

(+ /_>_6-Chloro-4-phenyl-4-ethyl-3-methyl-3 , 4-dihydro-2 



(+ /_)_2 , 6-Dichloro-4-phenyl-4-ethyl-3-methyl- 
20 3,4-dihydroquinazoline (100 mg, 0.313 mmol) as prepared 
in Example 85, Step A was dissolved in 10.0 ml of 
ethanol to which hydrazine (100 mg, 98.3 ml, 3.13 mmol) 
was added and the reaction mixture was stirred at room 
temperature for 17 hr. The solvent was removed under 
25 reduced pressure and the residue was chroma'tographed on 
silica gel using chloroform : chloroform-methanol- 
ammonia 80:30:3 gradient to give the title compound as 
a lyophilized solid 28 mg (85%). 

Ifi NMR (CDCI3): 5 0.91(t, J=7.3Hz, 3H); 1.90( br s, 
30 2H); 2.29(q, J= 7.2Hz, 1H) ; 2.51(q, J= 7.1Hz, 1H); 

2.94(s 3H); 6.59(d, J=2.0Hz, 1H); 7.04(d, J=8.8Hz, 1H); 
7.22(dd, J=2.2, 8.7Hz, 1H); 7.37-7.49 (m, 5H). 
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EXAMPLE 87 

(+/-)-6-Chloro-4-phenyl-4-etbyl-3-methyl-3 » 4-dihydro- 

2(im-imino quinazoline hydrochloride 

(+/-)-2 , 6-Dichloro-4-phenyl-4-ethyl-3-methyl- 
3,4-dihydroquinazoline (100 mg, 0.313 mrnol) as prepared 
in Example 85, Step A was dissolved in absolute ethanol 
in a stainless steel bomb in which liquid ammonia was 
condensed then heated to 110*C for 17h. The reaction 
mixture solvent was removed under reduced pressure and 
the residue was chromatographed on silica gel using 
ammonia saturated chloroform and the product was 
lyophilized from dioxane to afford 43 mg (20%) of the 
title compound: 

% NMR (CDC1 3 ): 8 0.93(t, J=7.3Hz, 3H); 2.48(q, J= 
7.3Hz, 1H>; 2.53(q, J= 7.3Hz, 1H>; 2.89(s 3H>; 6.53(d, 
J=2.2Hz, 1H); 7.01(d, J=8.6Hz, 1H); 7.15(dd, J=2.2, 
8.6Hz, 1H); 7.37-7.48 (m, 5H); 8.01(s, 2H); 11.22 
(s.lH). 

EXAMPLE 88 

(+/->-6-Chloro-4-cyclopropyl-3-methyl-3 , 4-dihydro-4- 
cycippropyimethyl-2 ( iH)-methCTlimfapquiPazoUne 

Step A : <+/-)-2 ♦ 6-Dichloro-4-cyclopropyl~3-methyl- 
4^cvclopropvlme1:hvl^3,4-dihvdrOQuinazoline 
To a stirring solution of 50 mg (0.17 mrnol) 
of (+/-) 6-Chloro-4-cyclopropyl-4-cyclopropylmethyl-3- 
methyl-3,4-dihydroquinazolin--2(lH)-one in 3 ml of POCI3 
was added 18.4 mg (0.34 mrnol) of NH4CI and the mixture 
was heated at reflux for 2 hr. The POCL3 was removed 
under reduced pressure and the residue partitioned 
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between CHC1 3 and ice water. The organic layer was 
washed with 10% NaHC0 3 , brine, dried over Na 2 $C>4 and 
concentrated to yield 90 mg of the title compound as an 
oil which was used as is. 
5 % NMR (CDCL3) : 6 (-) 0.17-1.48 (m, 10H), 1.72 (d. 
J=6.84, 2H), 3.42 (S, 3H>, 7.20-7.35 (m, 3H). 

step B : <+/-)-6-Chloro-4-cyclopropyl-3-methyl-3 , 

4-d ihydro-4-cy clopropylmethyl-2 (lH)-methory- 

10 T.iminotminazoline 

To a stirring solution of 165 mg (0.56 mraol) 
0 f ( + /_)_2 , 6-Dichloro-4-cyclopropyl-3-methyl-4-cyclo- 
propylmethyl-3,4-dihydroquinazoline in 2.4 ml of 
pyridine was added 141 mg (1.68 mmol) of methoxylamine 

15 hydrochloride and the mixture was stirred at 100*C for 
16 hr. The solvent was removed under reduced pressure 
and the residue partitioned between water and BtOAc. 
The organic layer was washed with water, brine, dried 
over Na 2 S0 4 and concentrated to yield a residue which 

20 W as chromatographed on silica gel usingl:4 EtOAc:CHCl 3 
to give 99 mg (55X) of the title compound as a white 
solid, mp: 90-92°C 

Ih-NMR (CDCI3): 5 (-) 0.19-1.21 (m, 10H), 1.73 (ddd, 
J-lll, 15.6, 5.0, 2H), 2.98 (s, 3H), 3.77 (s, 3H>, 6.70 
25 (m t 1H), 7.11 (dd, J=8.49, 2.31, 1H), 7.21 '(d, J=2.25, 
1H), 7.66 (br s, IB). 

EXAMPLE 89 

30 (+/_)_6-Chloro-4-cyclopropyl-3-methyl-3 , 4-dihydro-l- 
^ pi-hvi-d-cvciopro pvimethvl^dHVcvanoiminoquinazoliBe 
53.2 mg (0.17 mmol) of (+/-)-2,6-Dichloro-4- 
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cyclopropyl-3-methyl-4-cyclopropylmethyl-3 , 4-dihydro- 
guinazoline was combined with an excess of cyanamide 
and the mixture was stirred at 50°C. After 16 hr the 
mixture was partitioned between water and CHCI3 and 

5 filtered through a celite pad. The organic layer was 
washed with water, brine, dried, over Na 2 S0 4 and 
concentrated to give a residue which was chromatographed 
on silica gel usingl:5 EtOAc:CHCl 3 to give 12 mg (22X) 
of the title compound as a colorless solid. 

10 mp: 222-226*C (dec) 

% NMR (CDCI3): 8 (-) 0.12-1.13 (m, 9H), 1.43-2.05 (m, 
3H), 3.39 <s, 3H), 7.30-7.50 (m, 3H), 9.21 (s, 1H). 

BZ&MBMLSfl 

15 

6rChloro-4-cyclopropyl-2 , 2-dioxo-lH-2 , 1 , 3-benzothiadi- 

A solution of 1.429 g (7.3 mmol) of 
cyclopropyl (4-chloroanilin-2-yl) ketone and 769 mg 

20 (8.0 mmol) of sulf amide in 35 mL of toluene was heated 
at reflux for 6 h using a Dean-Stark trap to remove 
water. After cooling, the solvents were removed and 
the residue triturated with 95:5 CHCI3-CH3OH. The 
resulting solution was chromatographed on 100 g of fine 

25 SiO£ using 90:10 CHCI3-CH3OH to give 210 mg" of a yellow 
solid. An anaytical sample was obtained by 
crystallization from butyl cbloride to give a yellow 
crystals: mp: 202-2Q4« , C, 

X H NMR (CDCI3-CD3OD) : 6 1.23-1.30 (m, 2H), 1.42-1.48 
30 (m, 2H), 2.36-2.46 (m, 1H), 4.20 (br s, 1H), 7.025 (d, 
J«8.8 Hz, 1H), 7.49 (dd, J«8.8, 2.3 Hz, 1H), 7.968 (d, 
J=2.3 Hz, 1H). Anal. Calcd for C 10 H 9 ClN2O2S : C 46.79 
H 3.53 N 10.91 Found:. C 46.85 H 3.58 N 10.79. 
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4-Allyl-6-chloro-4-cyclopropyl-3 , 4-dihydro-2 , 2-dioxo-lH- 

?.1 ,1-henzoHiiadiaaipe — ■ — 

5 A solution of 179 mg (0.744 mmol) of 

6-chloro-4-cyclopropyl-2 , 2-dioxo-lH-2 , 1 , 3-benzothiadi- 
azine in 5 inL of dry THF was added to 1.9 iL of a IB 
ethereal solution of allylmagnesium bromide (Aldrich) 
dropwise under Ar. A slight yellow color persisted, so 
10 an additional 0.5 mL of allylmagnesium bromide solution 
was added. The reaction was worked up by adding 
ice-water and extracting with two portions of CHCI3, 
drying over MgS04 and removing the solvents to give an 
oil which was chromatographed on 10 g fine Si0 2 using 
15 1:3 EtOAc-hexane to give 115 mg of a colorless solid: 
mp: 112-113 °C, 

% NMR (CDC13): 5 0.28-0.45 (m, 2H), 0.50-0.70 (m, 2H), 
1.43-1.53 (m, 1H), 2.47 (dd, J=14.4, 9,1 Hz, 1H), 2.85 
(dd, J=14.4, 5.2 Hz, 1H), 4.63 (6, 1H) , 5.20-5.32 (m, 
20 2H>, 5.58-5.72 (m, 1H>, 6.70 (d, J«8.3 Hz, 1H), 6.88 
(s. 1H), 7.188 (dd, J=8.3, 2.3 Hz, 1H) , 7.23 (d, J=2.3 
HZ, 1H). Anal. Calcd for C 13 H 15 C1N 2 02S : C 52.26 H 
5.06 N 9.38 Found : C 52.14 H 4.96 N 9.11. 

25 EXAMPLE M 



6-chloro-4-cyclopropyl-3 , 4-dihydro-2 , 2-dioxo-4-propyl- 

itt-7 1 .g-benzothiadiazine 

A solution of 110 mg (0.37 mmol) of 4-Allyl- 
30 6-chloro-4-cyclopropyl-3 , 4-dihydro-2 , 2-dioxo-lH-2 ,1,3- 
benzothiadia2ine in 12 mL of absolute ethanol was 
hydrogenated at 47 psi in the presence of 23 mg of 5% 
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Rh-C for lh. After filtration of the catalyst, the 
solution was evaporated to give a white solid which was 
crystallized from butyl chloride to afford 25 mg of a 
colorless solid: mp: 135-136'C, 

5 *H NMR (CDC1 3 ): 6 0.25-0.45 (m, 2H), 0.46-0.70 (m, 2H), 
0.93(t, J=7.3 Hz, 3H), 1.25-1.54 (m, 3H), 1.74-1.97 (m, 
2H), 4.49 (s, 1H), 6.68 (d, J«9.1 Hz, 1H>, 6.88 (s, 
1H), 7.12-7.22 (m, 2H). Anal. Calcd for 
C 13 H 17 C1N 2 0 2 S: c 51.91 H 5.70 N 9.31 Found: C 

1° 52.13 H 5.63 N 9.18. 

example . 93 

(*7-)-6-Chloro-4-ethynyl-3-hydroxymethyl-4-phenyl-3 , 4- 

15 d i hvd ro-2 (1H Wan inazolinone 

To a 15 ml round bottomed flask containing 
(+/-)-6-chloro-4-ethynyl-4-phenyl-3 , 4-dihydro-2(]LH>- 
quinazolinone (56 mg, 0.20 mmol) dissolved in 300 ml 
dioxane was added pyridinium pr-toluenesulfonate 
20 (50.3mg, 0.20 mmol) and 5ml formalin solution (37X 

aqueous), and the reaction mixture was heated to 60*C 
for 96h. The reaction mixture was quenched into 
saturted sodium bicarbonate and extracted with ethyl 
acetate. The organic layer was washed with water, 
25 brine, dried over Ita^SO/t and concentrated t'o yield a 
residue which was chromatographed on silica gel using 
10:90 isopropanol-hexane to afford 45 mg (72%) of the 
title compound. 

X H NMR (CDCI3) : 6 3.02(s 1H); 4.85(d, Jftll.OHz, 1H); 
30 5.02(d, J=10.7Hz,lH); 6.74(d, J«8.6Hz, 1H); 6.94(d, 
J=2.2Hz, 1H); 7.16(dd, J=2.2, 7.8Hz, 1H); 7.35-7.45 (m, 
3H); 7.63-7.66 (m, 2H); 8.07 (br s.lH). 
mp = 13 8-140 °C 
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TOKPUS 94 

( + /^)_4-ethynyl~6-methane8ulfonamido-3-methyl-4-phenyl- 
. A-dihvdro -2(lH^-quinazQlipone 

5 

Step A : 5-ni t ro-2- ( 1-imi d azolecarbonylamino ) 

bengophenone 

In a manner similiar to Example 96, step D, 
2-amino-5-nitrobenzophenone (24.22 g, 100 mmol) was 

1° reacted with 1 , 1 ' -carbonyldi imidazole (20.3 g, 125 

mmol) in dry, distilled THF (200 ml) at 60°C to which 
10% additional 1, 1' -carbonyldi imidazole and imidazole 
(20.0 g, 294 mmol) were added to improve the yield of 
imidazolide. After aqueous workup, the product was 

15 crystallized from a minimum volume of ethyl acetate to 
afford 10.95 g (33%) of the title compound. 

Step B : 6-Ni tro-4-hyd roxy-3-methyl-4-phenyl-3 , 
/Udihvdro- EaHVcminazolinone 

20 To a 100 ml round bottomed flask with a stir 

bar and argon inlet was added 5-nitro-2- 
(1-imidazolecarbonylamino) benzophenone (10.3 g, 30.6 
mmol), imidazole (2.09 g, 30.6 mmol) and distilled, dry 
THF (200 mL). To this well stirred suspension was 

25 sparged methyl amine gas for 45 min and the' resulting 
solution was stirred at room temperature for 17h. The 
solvents were removed in vacuo , the residue was 
partitioned between ethyl acetate and 10% citric acid» * 
and the organic layer was washed with water, brine, 

30 dried over Na 2 S04 - The solvent was removed to yield a * 
residue which was triturated with 1:2 ethyl 
acetate-hexane and dried at 60*C is. vacua to afford 
8.35 g orange solid (95%) of the title compound. 
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Step C : 6-»itro-3-methyl~4-phenyl-3 , 4-dihydr o- 

2qff)-qqina2pXtapns — 

In a manner similiar to Example 96 > step F, 
6-nitro-4-bydro^-3^ethyl-4-phenyl-3 t 4-dihydro-2(lH)* 
5 quinazolinone (7.00 g, 23.4 mmol) and 250 ml toluene 
was heated to reflux with water removal for 18h. The 
bright yellow-orange tetraene product was collected on 
a frit and dried in YftCUG to afford 5,00 g (73%) of the 
title compound, 

10 

Step B : 4-Ethynyl-3-methyl-6«nitro-4-phenyl-3 , 4- 

dihvdro-2(lH>~ttuinazolinone 

In a manner similiar to Example 96, Step G, 
6-nitro-3-methyl-4-phenyl-3 , 4-dihydro-2(lH)-quinazolinon 

15 e (500 g» 17.8mmol) was reacted with sodium acetylide 
suspension (8.07 ml of an 18% wt. suspension in light 
petroleum, 30.3 mmol) in dry, distilled THF/DMF (1:1). 
Addition of 18-crown-6 and vigorous stirring at room 
temperature for three days was necessary to improve the 

20 yield. The reaction was quenched into 10% citric acid 
and extracted with ethyl acetate. The organic layer 
was washed with water , brine t dried over Na2SC>4 and 
concentrated to yield a dark red-brown oil (6.80 g). 
The desired product was isolated by silica gel 

25 chromatography using 25:75 ethyl acetate-hexane 

affording a low isolated yield of the title compound 
(160 mg, 3% yield). 

Step E : 6-Amino-4-ethyny l-3-methyl-4-phenyl-3 , 4- 

30 dibydyo-2(^)-qwina^olinone 

To a 25 ml three-neck round bottomed flask 
fitted with reflux condenser and stirring bar was added 
sodium carbonate (152 mg, 1.43 mmol) and sodium 
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dithionite (198 mg, 1.14 mmol) dissolved in water and 
heated to 65 °C in an oil bath. A methanol solution of 
4-ethynyl-3-methyl-6-nitro-4-phenyl-3 , 4-dihydro-2(lH)- 
quinazolinone (100 mg, 0.325 mmol in 3 ml MeOH) was 4 

5 added by syringe to the reaction mixture and heated to 
reflux at 85 °C for 2h. Ethyl acetate extraction of 
the aqueous reaction followed by water and brine washes 
afforded 70 mg crude amino analog after drying over 
Na 2 S0 4 , concentrating to dryness. After silica gel 

10 chromatography (80:20 ethyl acetate-hexane), 38 mg 
(42%) of the title compound was isolated. 

Step F : (.»7-)-4-Ethynyl-6-methanesulfonamido-4-phenyl- 
•*.. ^*hvl-3 4-dihvdro-9f lin-miinazolinone 

15 in a dry 10ml round bottomed flask, 6-amino- 

4-ethynyl-3-methyl-4-phenyl-3 , 4-dihydro-2(lH)-quina- 
zolinone (10 mg, 0.031 mmol) was dissolved in 4 ml 
methylene chloride to which 0.50 ml dry, distilled 
pyridine and N,N-4-dimethylaminopyridine was added. 

20 Methanesulfonic anhydride (18.9 mg, 0.108 mmol) was 
added at 0*C, the reaction mixture was then warmed to 
room temperature and stirred for 4 days during which 
additional methanesulfonic anhydride (0.108 mmol) was 
added . The reaction was quenched into 10% citric acid 

25 and extracted with ethyl acetate. The organic layer 
was washed with water, brine, dried over Na2S04 and 
concentrated to yield the desired product after silica 
gel chromatography using 25:75 ethyl acetate-hexane The s 
title compound (8.1 mg, 74% yield) was lyophili2ed from 

30 dioxane. « 
!h NMR (CDC1 3 ): 8 2.84(s 3H); 2.89(s 3H); 2.97(s, 1H); 
6.75-6.82(m, 3H); 7.12(dd, J=2.4 8.5Hz, 1H); 7.36-7.43 
(m, 3H); 7.63-7.60 (m, 2H) ; 8.17 (b,1H). 



WO 93/04047 PCT/US92/06576 



- 217 - 
EXAMPLE 95 

( + /_)_6-Chloro-4-ethynyl-4-phenyl-3 , 4-dihydro-2(lH)- 
quinazglin-pne — 

5 

Step A ; 6-Chloro-4-hydroxy~3-(4-methoxybenzyl )-4- 

r hPTivl-3 . 4-dihvdro-2(lH)-tiuinagolinone 

To a 100 ml round bottomed flask with a stir 
bar and argon inlet was added 5-chloro-2-(l-imidazole- 

10 carbonylamino)benzophenone (4.0 g, 12.3 mmol), 

imidazole (837 mg, 12.3 mmol) and distilled, dry TSF 
(70 inL). To this well stirred suspension, 4-methoxy- 
benzyl amine (8.42 g, 61*4 mmol) was added and the 
resulting solution stirred at 40*C for 96h. The 

I 5 reaction mixture was partioned between ethyl acetate 
and 10% citric acid, the organic layer was washed with 
water, brine, dried over Na£S04 and concentrated to 
yield a residue which was triturated with 1:2 ethyl 
acetate-hexane and dried at 60°C in safiHfl to afford 

20 4.81 g white solid (99%) of the title compound. 

Step B: 6-Chloro-3-(4-methoxybenzyl )-4-phenyl-3 , 4- 

rf ihvd ro-2 < lHWu inazol inone 

To a 250 ml round bottomed flash with a 

25 stirring bar, Dean-Stark trap, reflux condehser and an 
argon inlet was added 6-chloro-4-hydroxy-3-(4-methoxy- 
benzyl)-4-phenyl-3 , 4-dihydro-2(lH)-quinazolinone (4 . 81 
g, 12.18 mmol) and 100 ml toluene. The reaction was 
heated to reflux with water removal for 18h. Toluene 

30 was removed in xaejifi and the residue triturated with 
hexane to crystallize the bright yellow tetraene 
product, which was collected on a frit and dried in 
vacuo to afford 4.35 g .(95%). 
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step c : 6-Chloro-4-ethynyl-3-(4-methoxybenzyl)-4- 

r h f» n Y i -3 4- ^ jjgd e a=2 ( i H > =flfl i nazol inone 

To an oven dried, three-neck flask with a 
stirring bar, argon inlet and a thermometer was added 
5 6 _ c hloro-3-(4-metho X yben2yl)-4-phenyl-3 f 4-dihydro-2(lH)- 

quinazolinone (3.80 g, 10.1 mmol) and distilled, dry 
THF. This solution was cooled in an ice bath and a 
suspension of sodium acetylide (8.07 ml of an 18* wt. 
suspension in light petroleum, 30.3 mmol) was added in 

10 a syringe. The mixture was warmed to 0"C for 30 

minutes at which point the yellow slurry changed to an 
orange solution. Further warming to room temperature 
and stirring for an additional lh caused no additional 
color change. The reaction was quenched into 10% 

15 citric acid and extracted with ethyl acetate. The 

organic layer was washed with water, brine, dried over 
Na 2 S0 4 and concentrated to yield a yellow oil (9.08g) 
of which the 2 major products were the desired product, 
6-chloro-4-ethynyl-3-(4-methoxybenzyl)-4^phenyl-3 , 4-di- 

20 hydro-2(lH)-quinasolinone, and the hydroxy precursor, 
6-chloro-4-hydroxy-3-(4-methoxybenzyl)-4-phenyl-3 , 4-di- 
hydro-2(lH)-quinazolinone. Chromatography using 30:70 
ethyl acetate-hexane afforded a low isolated yield of 
the title compound (380 mg, 10% yield). 

r 

25 

Step p; 6-Chloro-4-ethynyl-4-phenyl-3 , 4-dihydro-2(lH)- 
aaiaaafllia=gafi — — 

In a manner according to Example 14, step C, 
the title compound was prepared from 6-chloro-4- 
30 e thynyl-3-(4-methoxybenzyl)-4-phenyl-3 , 4-dihydro-2(lH)- 
quinazolin-one (180 mg, 0.447 mmol) using 20% 
trifluoroacetic acid in methylene chloride after 17h to 
give 128 mg (99%) of a white solid after silica gel 
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chromatography (1:1 ethyl acetate-hexane) and 
crystallization from chloroform: 
!h NMR (CDC1 3 ): 8 2.93(8 1H); 5.66(s,lH), 6.78(d, 
J=8.6Hz, 1H); 6.94(d, J«2.4Hz, 1H); 7.18(dd, J*2.2, 
5 10.7Hz, 1H); 7.39-7.45 (m, 3H); 7.65-7.68 (m. 2H); 8.53 
(s,lH). 

mp = 174-175 *C 

EXAMPLE 96 

10 

(+/_) 6-fluoro-3,4-dihydro-3-methyl-4-phenyl-4- 
a thvnyl-2 ( 1H >-ou inazol inone 

Step A : 6-fluoro-2-methvl-4-benzoxazocinQne 
15 To a 250 mL round bottomed flash with a 

stirring bar and an argon inlet was added 

5- fluoro-2-aminobenzoic acid (lO.OOg, 64.46 mmol) and 
acetic anhydride (100 mL, 1.060 mol). This mixture was 
heated at reflux for 6h during which time the brown 

20 solid dissolved. The cooled reaction mixture was 
concentrated As. vacuo and the solid residue was 
recrystallized from boiling ethyl acetate to give 8.02g 
of 6-fluoro-2-methyl-4-benzoxazocinone as white 
crystals . 

25 1h NMR (CDCI3): 8 2.47 (s, 3 H) , 7.40-7.60 tm, 2 H), 
7.83 (dd, J= 2.93, 7.91Hz, 1 H). 

Step B : N- ( 2-ben2Qv l-4-f lnor otrtienvl ) ac et ami de 

To a 300 mL round bottomed flask with a 
30 stirring bar, argon inlet and a septum was added 

6- fluoro-2-methyl-4-benzoxazoc inone (5.37g, 30.0 mmol) 
and 100 mL of dry THF. This solution was cooled to 
-78°C and a solution of phenyl magnesium bromide (10.0 
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bL of a 3H solution in ethyl ether) was added slowly 
with a syringe. The cooling bath was allowed to expire 
and the mixture was allowed to warm to room 
temperature. The reaction mixture was treated with 

5 saturated aqueous sodium potassium tartrate solution 
and extracted with ethyl acetate. The ethyl acetate 
extract was washed with water and brine. Drying 
<MgS0 4 ). filtration, and removal of the solvent ia 
vacua, gave 7.78g of N-(2-benzoyl-4-fluorophenyl) 

10 acetamide as an off-white crystalline solid. This 
material was used without further purification. 

step C : ?- fl«ino-5- fluorobeng pffhenmfi 

To a 1L round bottomed flask with a stirring 

15 bar and a reflux condenser was added N-(2-ben;soyl- 

4-fluorophenyl)acetamide (7.78g, 30 mmol), ethanol (120 
mL), and 6K HC1 (120 mL) . This mixture was heated at 
reflux for lOh. The cooled reaction mixture was 
concentrated ia Y.SCUQ to give a yellow semi-solid. 

20 This mixture was dissolved in water and the solution 

was made basic with 10H NaOH solution. The mixture was 
extracted with chloroform and this extract was washed 
with brine, dried (MgS0 4 ), filtered and concentrated is 
vacjifi. The crude product was chromatographed on 250g 

25 of silica gel using 10% ethyl acetate in hexane as 
eluant. There was obtained 2.33g of 2-amino-5- 
fluorobenzophenone as a bright yellow crystalline 
solid. 

% NMR (CDC1 3 ): 6 5.90(br S, 1 H), 6.70 (dd, J=4.5, 
30 9.0, 1 H). 7.10 (m, 2 H) , 7.56 (m, 3 H) , 7.65 (m, 2 H). 
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step D : 5-fluoro-2-(l-imidazolecarbonylamino)- 

benzophenone — . . , — 

To a 100 mL round bottomed flask with a 
stirring bar, argon inlet and a reflux condenser was 

5 added 2-amino-5-fluorobenzophenone <2.33g 10.8 mmol), 
l,l'-carbonyldi imidazole (2.19g, 13.53 mmol) and dry 
methylene chloride (15 mL). This mixture was heated at 
reflux for 18h. The mixture was concent rateed in yafiJlfi 
and the residue was partitioned between ethyl acetate 

10 and water . The ethyl acetate layer was separated and 
washed sequentially with 10% aqueous citric acid, 
water, and brine. Drying (MgS0 4 ), filtration, removal 
of the solvent in vacuo . and trituration with h ex a n es 
gave 2.2g of 5-fluoro-2-(l-imidazolecarbonylamino)- 

15 benzophenone as a solid. 

X H NMR (CDC1 3 ): d 6.51 (dd, J*4.4, 9.1, 1 H), 6.98 (s, 
1 H), 7.05 (s, 1 E) , 7.15 (m, 3 H), 7.31 (m, 2 H) , 7.50 
(m, 3 H). 

20 step E : 6-f luoro-3 , 4-dihydro-4-hydroxy-3-methyl- 

4-t>henvl-2 ( lHVauinazolinone 

To 100 mL round bottomed flask with a 
stirring bar was added 5-f luoro-2-(l-imidazolecarbonyl- 
amino)-benzophenone (2.22g, 7.18 mmol) and distilled, 

25 dry THF (50 mL) . To this well stirred suspension was 
sparged methylamine gas for 15 min, during which time 
all of the solid dissolved. The resulting mixture was 
stirred at room temperature for 24h. The solvents were 
then removed in zafcllQ the residue was triturated with 

30 ethyl acetate and the solid product was collected on a 
frit and washed with a little 1:1 ethyl acetate-hexane 
solution. The product was dried in vacuo at room 
temperature. Yield: 1.75g. 
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% NMR (DMS0-d 6 ): 8 2.63 (s, 3 H), 6.59 (dd, J-2.8, 
9.3, 1 E) , 6.80-7.00 <m, 2 H) , 7.10 (s, 1 H), 7.20-7.45 
(m, 5 H) , 9.80 (br s, 1 H). 

5 step F t ft>fl«ofo-3- n f »H Yl.4-phenv1-?(3H)-qfl^nTOlinOPft 
To a 100 mL round bottomed flask with a 
stirring bat, Dean-Stark trap, reflux condenser, and an 
argon inlet was added 6-f luoro-3 ,4-dihydro-4-hydroxy-3- 
methyl-4-phenyl-2(lH)-quinazolinone (1.75g, 6.43 mmol) 

10 and toluene (50 mL). This mixture was heated at reflux 
with water removal for 18h. The cooled reaction 
mixture precipitated yellow crystalline 6-fluoro-3- 
methyl-4-phenyl-2(3H)-quinazolinone which were 
collected on a frit and dried ia vacua- Tield: 

15 This material was used in the final step without 
further purification. 

StgE.g: 6-f luoro-3 , 4-dihydro-4-ethynyl-3-methyl-4- 

P hPnvl-2(lH'>-qTiinazolinone 

20 To an oven dried, three necked round bottomed 

flask with a stirring bar, argon inlet, and a 
thermometer was added 6-f luoro-3-methyl-4-phenyl-2(3H>- 
quinazolinone (1.44g, 5.66 mmol), and distilled, dry 
THF. This solution was cooled in an ice bath and a 

25 suspension of sodium acetylide (7.55 mL Of an 18% wt. 
suspension in light petroleum, 28.32 mmol) was^added 
with a syringe. The mixture was warmed to +21°C at . 
which point the yellow solution became white. The 
mixture was maintained at 21 °C for an additional 10 

30 min. then the reaction was quenched with water. The 
resulting mixture was diluted with ethyl acetate and 
the layers were separated. The organic phase was 
washed with brine, dried (MgS0 4 ), filtered, and 
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concentrated in vacuo . The syrupy residue was exposed 
to high vacuum for 24h to remove the light petroleum. 
The solid residue was then chromatographed on 90g of 
silica gel using 1:1 ethyl acetate-hexane as eltiant. 
There was obtained 821 mg of <+/-) 6-f luoro-3,4-dihydro- 
4-ethynyl-3-methyl-4-phenyl-2 < lH)-quinazolinone • as a 
white solid. An analytical sample was prepared by 
recrystallization from ethyl acetate-hexane . mp: 
186-188°C. 

% NMR (CDC1 3 ): 6 2.99 <S, 3 H), 2.95 <s, 1 H) , 6.62 
(dd, J=2.8, 9.2, 1 H) , 6.76 <dd, J*4.8, 8.8, 1 H), 6.85 
(dt, J*4.8, 8.1, 1 H) , 7.38 (m, 3H), 7.62 <m, 2 H), 
8.88 (br s, 1 H). 

EXAMPHB 97 

(+/_) 4-Ethynyl-3-methyl-4-phenyl-3 , 4-dihydroguina- 

goiin-2dH')-one _ 

In a manner similar to Example 96, step 6, 
the title compound was prepared from 3-methyl-4-phenyl- 
2(3H>guinazolinone . 

lH NMR «n>Cl 3 ): 6 2.85 (S, 3H); 2.99 (s, 1H); 6.77 (d, 
J*8, 1H); 6.81-6,91 (m, 2H) ; 7 . 13-7 . 18 (m, 1H); 
7.33-7.41 (m, 3H); 7.57-7.65 <m, 2H). 
mp: 201-202"C 

EXAMPLE 98 

(+/_) 6-Bromo-4-ethynyl-3-methyl-4-phenyl-3 , 4- 

4-dihvdroq iiinazolin-2(lHWone 

In a manner similar to Example 96, step G, 
the title compound was prepared from 6-bromo-3- 
me thy l-4-phenyl-2 ( 3H) quinazol inone . 
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*H WMR (CDCI3): 8 2.87 (s, 3H); 2.96 (8, 1H); 6.63 (d, 
j=8.4, 1H); 7.03 (d, J=2.0, 1H); 7.24-7.27 (m, 1H); 
7.31-^7.44 (m, 3H); 7.56-7.64 (m, 2H); 7.93 (br S, 1H). 
mp: 228-230'C 

5 

SAMPLE 99 

6-Chlor o-4-ethynyl-4 r ( 3-furyl ) -3-methyl-3 , 4-dihydro- 
giiina2Qlin-2(lH)-one — 

10 

Step A : L&-Ajain2=5=Ch3 orophenvl )-3-f urvl ketone - 

A solution of 3-bromofuran (.628 ml, 6.99 
mmol) in 10 ml ethyl ether was cooled to -78 *C under 
argon a-Butyl lithium (4.3 ml of 2. 5M sol. in hexane) 

15 wa s added dropwise and solution was stirred for lh. 
N-Methoxy-N-methyl 2-amino-5-chlorophenylamide (SOOmg, 
2.33mmol, prepared according to J. Org. Chem. , £&, pp 
3750-2, 1991) was added to the anion in 15 ml ethyl 
ether and stirred at -20'C for 2h. Quench with water 

20 extract with ethyl acetate. Wash organics with 

water and brine and dry over MgS0 4 . Rotovap off 
solvent to give a solid which was chromatographed on 
Si0 2 using ethyl acetate/hexanes to give 410 mg yellow 
solid. 

25 

step B: W M QjEfi=A= X 3=£agd W3-methvlqttinasolin-2-one , 

The solid from step A (150 mg, 0.729 mmol) 
was dissolved in 3 ml acetonitrile and 0.5 ml methyl 
isocyanate and refluxed with DABC0 under Ar for 18 h. 
30 Replace solvent with toluene and reflux with a 

Dean-Stark trap for 24 h. Cool to room temperature and 
filter off yellow solid (82mg). 
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step c : 6-Chloro-4-ethynyl-4- (3-f uryl ) -3-methyl- 

3 . 4-dihvdrn qiiinagQlin»2f lHVone 

The solid from step B (82 mg, 0.315mmol) vas 
slurried in 5 ml dry XHF and sodium acetylide (350mg, 

5 i.32mmol, 18% slurry in xylene) was added dropwise via 
syringe. The reaction was stirred at room temperature 
for 18 h. The mixture was poured into ethyl acetate 
and washed with water, brine, dried over MgS0 4 , 
filtered and concentrated in. vacjift. The crude product 

10 was chromatographed on silica gel using 40% EtOAc in 
hexane as eluant to give 15 mg (17% yield) of the title 
compound as a colorless solid: 

lH NMR (DMS0-d 6 ): 5 2.78 (s, 3H); 4.02 (s, 1H); 6.31 
(S, 1H); 6.87-6.93 (m, 2H); 7.29 (dd, J=1.7,8.2, 1H); 
15 7.72 (s, IE); 7.86 (s, 1H); 10.00 (hr s, 1H). 
mp: 253-255 *C. 

KY AMPLE 100 

20 6-Chloro-4-cyclopropyl-4-phenyl-3-methyl-3 , 4-dihydro- 

q»in a 7:oliii-7.(lH)-one — 

6-Chloro-3-methyl-4-phenyl-2(3H)-quina2olinone 

(740 mg, 2.7 mmol), suspended in 10 mL of anhydrous THF 
at -30 *C, was treated with an excess of cyclopropyl- 

25 magnesium bromide in a manner similar to Example 96, 
Step G. The crude reaction product was purified by 
flash chromatography on silica gel (60/40 EtOAc /hexane ) , 
to afford 210 mg of the title compound, mp 187-189°C. 
% KMR (CDC1 3 ): 8 0.12-0.32 (m, 2H); 0.52-0.63 (m, 1H); 

30 0.70-0.84 (m, IB); 1.65 (m, 1H) ; 2.78 (s, 3H); 6.26 (d, 
j - 2 Hz, 1H); 6.69 (d, J = 8.5 Hz, 1H); 7.07 (dd, J = 
2, 8.5 Hz, 1H); 7.29-7.45 (m, 3H); 7.58 (d, J = 7 Hz, 
2H); 8.52 (s, 1H). 
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TTg AMPLE 101 

9-chloro-10b-( l-propyl)-2 ,3,6, 10b~tetrahydro(5H)-oxa- 

aa iaQ J 2£l flHiaa2alijfc5=aag 

5 

Step A : A solution of 2.0mmol of 2-amino-5- 
chlorobutyrophenone (396mg) and 1.62g (lO.Ommol) of 
l,l»-carbonyldi imidazole in 5mL of CH 2 C1 2 was stirred 6 
hr. at room temperature under N 2 . The mixture was 

10 diluted with 8mL of 10X aq. citric acid- and stirred 

until precipitation of a white solid was complete. The 
solid was collected and washed with water by suction 
and recrystallized from 15mL of CH3CN to give 347mg of 
the N-imidazolyl carbonyl derivative of the starting 

15 ketone. mp:164°C. 

Step B : A solution of 292mg (l.OOmmol of the 
imidazolyl intermediate) and ethanolamine (150mL) in 
lOmL of toluene was refluxed 2 hr. under N 2 , cooled, 

20 washed with 5mL of 10% aq. citric acid and brine, dried 
by filtering through cotton, and concentrated under 
vacuum to give 270mg of white solid. Recrystallization 
from a-BuCl/hexane gave 220mg white crystalline title 
compound mp: 201-203 C); 

25 % NMR(CDC1 3 ): S 0.853 (t, J=7.2Hz, 3H, CH3}, 1.16 (m, 
1H, CH a H b ), 1.30 (m, 1H, CH a H b ). 1.74 (m, 2H, CH a H b ), 
3.61 (m, 1H, CH a N), 3.85 (m, 1H, CH b N), 4.16 (m, 2H, 
CH 2 0). 6.78 (d, J=8.31, 1H, H 8 ), 7.21 (dd, J-2.26,8.31, 
1H, H 7 ), 7.33 (d,J=2.26, 1H, H 5 ), 8.15 (br S, 1H, NH>. 



30 
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SSAWPL5 102 

(+/_) 9-chloro-10b-phenyl-l ,2,3, lOb-tetrahydro- 
pvrrolori.2-c1quinazolin-5(6R)-on e 

5 

Step A : 6-chloro-3 , 4-dihydro-4-hydroxy-3-(4-methoxy- 

h«izvl>-4-n henvl-2(lH)-quinazolinong 

In a manner similar to that described for 
Example 96, step E, 4-methoxybenzylamine (4.42g, 32.23 
10 mmol) was reacted with 5-chloro-2-(l-imidazolecarbonyl- 
amino)-benzophenone (10. Og, 30.70 mmol) in 200 mL of 
dry THE to give 11. 6g of 6-chloro-3 ,4-dihydro-4- 
hyd r oxy-3- < 4-methoxybenzy 1 ) -4-pheny 1-2 ( 1H) -gu i nazol inone 
as a white crystaline solid. 

15 

Step B : 6-chloro-3-( 4-me thoxybenzyl ) -4-phenyl- 

2(3m-quipazolinone 

In a manner similar to that described for 
Example 96, step F, 6-chloro-3 , 4-dihydro-4-hydroxy- 
20 3_( 4-methoxybenzyl )-4-phenyl-2 ( lH)-quinazolinone 

(11.5g, 29.12 mmol) was heated at reflux in toluene for 
24h, with water removal. There was obtained 10.21g of 
6-chloro-3-(4-methoarybenzyl)-4-phenyl~2(3H)-quinazolinon 
e as a bright yellow solid. 
25 ' 

Step C : 6-chloro-3 , 4-dihydro-4-(2-propenyl)-3- 
( 4-methoxybenzyl )-4-phenyl-2( 1B)- 

aHiaaaaliaaas 

In a manner similar to that described for 
30 Example 96, step G, 6-chloro-3-(4-methoxybenzyl)-4- 
phenyl-2(3H)-quinazolinone (8.00g, 21.23 mmol) was 
reacted in dry THF with allyl magnesium chloride (12.5 
mL, of a 2.0 M solution in ethyl ether) to give after 



» 
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20 



chromatography, 6.0g of 6-chloro-3 ,4-dihydro-4- 
(2-propenyl)-3-(4-methoxybenzyl)-4-phenyl-2(lH).- 

quinazolinone as a white, crystalline solid, mp: 

185-187°C. 

step p: 6-chloro-3 , 4-dihydro-4-(2-propenyl)-4-phenyl- 



7 (^->-ani^ ?^Qlinone 



To a 50 mL round bottomed flask with a 
stirring bar and an argon inlet was added 6-chloro-3, 
10 4 _dihydro-4-(2-propenyl)-3-(4-methoxybenzyl)-4-phenyl- 

2(lB)-quina 2 olinone (5g, 11.94 mmol), CH 2 C1 2 (25 mL) 
and TFA (25 mL) . This solution was stirred 24h at 
ambient temperature. The solvents were removed in 
vacq0 and the residue was chromatographed on 200g of 
15 silica gel using 1:1 EtOAc-hexanes as eluant. There 
was obtained 3.62g of 6-chloro-3,4-dihydro-4-(2- 
propenyl)-4-phenyl-2(lH)-quinazolinone as a crystalline 
solid. An analytical sample was prepared by 
trituration with CH 2 Cl 2 -nexane solution, mp: 110-113 C, 



6 -chloro-3 ,4-dihydro-4-(3-hydroxypropyl)- 



To an oveu dried 3 necked 100 mL flask with a 
stirring bar, argon inlet, and a septum was added 
25 6 -cbloro-3,4-dihydro-4-(2-propenyl)-4-phen5a-2(lH)- 

quinazolinone (500 mg, 1.67 mmol) and dry THF (20 mL). 
To this well stirred solution was added a solution of 
9-borabicyclo[3.3.l3nonane (11.72 mL of a 0.5M solution 
in THF) with a syringe. This mixture was stirred at 
30 ambient temperature for 17h. The reaction was quenched 
with 5 mL of 10% aqueous NaOH solution and 5 mL of 30% 
H 2 0 2 solution. The resulting mixture was stirred at 
ambient temperature for 4h. The mixture was diluted 
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with EtOAc and the layers were separated. The organic 
phase was washed withwater and brine. Drying (HgSC^), 
filtration, and removal of the solvent in vacuo gave 
the crude product as a colorless foam. This material 
5 was chromatographed on 80g of silica gel using 2.5% 
methanol in EtOAc as eluant to give 400mg of 
6-chloro-3 , 4-dihydro-4-(3-hydroxjrpropyl)*4-phenyl-2(lH)- 
quinazolinone as a colorless foam. 

10 Step F : 6-chloro-3 , 4-dihydro-4-(3-(-4-toluenesul- 

fonvloxy)propvl)-4->p henvl-2(lH^-quinazolinone 
To a 100 mL round bottomed flash with a 
stirring bar and an argon inlet was added 6-chloro-3, 
4-d ihydro-4- ( 3-hydr oxypr opyl )-4-phenyl-2 ( lH)-quinazo- 

15 linone (400 mg, 1.26 mmol), dry CH2CI2 (10 mL), 

pyridine (0.40 mL, 5.00 mmol), and p-toluenesulfonyl 
chloride (265 mg, 1.39 mmol). This mixture was stirred 
at ambient temperature for 18h than an addition 50 mg 
of p-toluenesulfonyl chloride was added . . This solution 

20 was stirred an additional 6h. This solution was 
diluted with chloroform and washed with 10X aqueous 
citric acid, water, and brine. Drying (MgSO^, 
filtration, and removal of the solvent in vacuo gave 
450mg of crude product. This material was 

25 chromatographed on 80g of silica gel using 4:1 

EtOAc-hexane as eluant. There was obtained 362 mg of 
pure 6-chloro-3 , 4-dihydro-4-(3-(4-toluene- 
sulfonyloxy)propyl)-4-phenyl-2(lH)~quinazolinone as a 
clolorless foam. 
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(+/_) 9- c hloro-10b-phenyl-l,2,3,10b-tetrabydro- 

ryr r^1ori. Vr1(jiiinazf»Hli-5(6H>-9TXfi 

To a 25 mL round bottomed flask with a 
stirring bar, and an argon inlet was added 6-chloro-3, 

5 4-d ihydr o-4- ( 3-( 4-toluenesulf onyloxy )propyl )-4-phenyl- 
2(lH)-quinazolinone (100 mg, 0.212 mmol), finely 
powdered potassium carbonate (250 mg, 1.809 mmol), and 
dry DMF. This well . stirred mixture was heated at 100°C 
for 2h. The cooled reaction mixture was diluted with 

10 EtOAc (100 mL) and this solution was washed with water 
(3X 30 mL), and brine (50 mL). Drying (MgS0 4 ), 
filtration, removal of the solvent ia xacaa, and 
recrystallization from EtOAc-hexanes gave 50 mg of 
(+/-) 9-chloro-10b-phenyl-l ,2,3, lOb-tetrahydro- 

15 pyr tolo[l,2-c]guina2olin-5(6H)-one as white crystals, 
mp: 231-233 °C. 

1h NMR (CDC1 3 ): 6 1.60-1.83 (m, 1 H), 1.97-2.10 (m, 1 
H), 2.45 (m, 1 H), 2.79 (dd, J=5.8, 10.8 Hz, 1 H), 3.75 
(m! 2 H), 6.67 (d, J=8.5 Hz, 1 H), 7.20-7.40 (m, 7 S) , 
20 7.77 (br 8, 1 H). 

EXAMPLE IQ1 

6-Chloro-3 , 4-dicyclopropyl-3 , 4-dihydroquinazolin- 
25 ?fim-one . 

Step A : N-[( 2- (Cyclopr opylcar bonyl )-4-chlorophenyl]- 

^'-pvciopronvlurea ■ 

A mixture containing 800 mg (2.76 mmol) of 
30 n-[ (2-cyclopropylcarbonyl )-4-chlorophenyl]-N ' -(1-imid- 
azolyDurea and 0.57 mL (8.3 mmol) of cyclopropylamine 
in 5 mL each of acetonitrile and THE was stirred at 
40°C for 4 hours. The mixture was then concentrated 
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10 



15 



20 



25 



4 



under vacuum and the solid which remained was 
triturated in 1-2 mL of acetonitrile to afford the 
title compound as a white solid, mp 142. 5-143 °C; 
% NMR (CDCI3) 8 0.67 (m, 2H); 0.97 (m, 2H>; 1.12-1.18 
(m, 2H); 1.27 <m, 2H); 2.66 <m, 2H); 4.99 <s, 1H); 7.50 
(dd, J m 2.5, 9 Hz, 1H); 8.06 (d, J = 2.5 Ha, 1H); 8.64 
(d, J » 9 Hz, IE). 

Step B : 6-chloro-3 , 4-dicyclopropyl-3 , 4-dihydroquina- 

zp],in-2(lB)-ope , — — 

140 mg (0.50 mmol) of N-[(2-(Cyclopropyl- 
carbonyl )-4-chlorophenyl]-N • -cyclopropylurea was 
dissolved in 0.5mL glacial HOAc and the stirred yellow 
solution treated with 62mg (l.Ommol) of powdered sodium 
cyanoborobydride in portions during 10 min. at room 
temperature. The mixture was stirred one hour, diluted 
with ice water, and filtered to give 108 mg of the 
title compound. Recrystallization from n-butyl 
chloride hexane gave a white solid mp 197-198°C. 
in NMR (CDCI3): 5 0.305 <m, 1H; CH A H) , 0.450 <m, 2H; 
CH 2 ). 0.625 (m, 1H; CH 2 ). 0.750 (m, 2H; CH 2 ), 0.822 (m, 

1H; CH 2 ), 1.12 <»» CH 2>- 126 < m » 1H ' CH >' 2 " 93 <m ' 
1H; CH N), 3.641 (1H, d, J = 8.79 Hz; H 4 >, 6.688 (1H, 
d, J = 8.36; H 5 ), 7.01 (IH, d, J = 2.2 Hz; H 5 >, 7.162 
(1H, dd, J - 8.38 Hz, 2.34 Hz; H 7 >, 7.28 (1H, S(b), HH). 
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pinnres f. TRANSCRIPTASE ASSAY 
The assay measures the incorporation of 
tritiated deoxyguanosine monophosphate by recombinant 
HIV reverse transcriptase (HIV RT R ) (or other RT) into 

5 acid-precipitable cDNA at the Km values of dGTP and 
poly r(C)»oligo d(G) 12 _ 18 . The inhibitors of the 
present invention inhibit this incorporation. 

Thirty fiL of a reaction mixture containing 
equal volumes of: 500 mM Tris-HCl (pH 8.2), 300 mM 

10 MgCl 2 , 1200 mM KC1, 10 mM DTT, 400 ttg/mL poly 

r(c)-oligo d(G) [prepared by dissolving 1.5 mg (25 tJ> 
poly r(C)*oligo d(G) in 1.5 ml sterile distilled H 2 0 
and diluting to 400 Ug/ml] , 0.1 JlCi/ul [ 3 H] dGTP, 160 
pM dGTP, was added to 10 ul sterile distilled H 2 0, 2.5 

15 ul of potential inhibitor and 10 pL of 5 nM purified 
HIV RT R in tubes. The mixture was incubated at 37 °C 

for 45 minutes. 

After incubation is complete, the tubes were 

cooled in ice for 5 minutes . Ice-cold 13% TCA 
20 containing 10 mM NaPPi (200 ul) is added and the 

mixture incubated on ice for 30 minutes. The 

precipitated cDNA iB removed by filtration using 

presoaked glass filters [TCA, NaPPi] . The precipitate 

is then washed with IN HC1, 10 mM NaPPi- 
25 The filter discs are then counted* in a 

scintillation counter. 

Under these conditions [dGTP] and poly 

r(C)*oligo d(G) 12 «i 8 each are approximately equal to 

the appropriate Km value. Approximately 5-6,000 cpm of 
30 [3j[] gmp are incorporated into acid-precipitable 

material. The RT reaction is concentration- and 



WO 93/04047 



PCT/US92/06576 



- 233 - 

time-dependent. DMSO (up to 5%) does not affect enzyme 
activity. Calculated IC 50 values for the tested . 
compounds of this invention vary from about 12 nM to 
more than 300 uM, with the most preferred compounds 
5 having values of between about 30 nM and about 60 pM. 
The (+) optical isomer of compound 4 has a IC50 value 
of about 0.06 nM. 

rat,L SPREAD ASSAY 

10 Inhibition of the spread of HIV in cell 

culture was measured according to Nunberg, J. H. et 
al., J. Virol. £5., 4887 (1991). In this assay, MT-4 
T-lymphoid cells were infected with HIV-1 by using a 
predetermined inoculum, and cultures were incubated for 

15 24h. At this time, il% of the cells were positive by 
indirect immunofluorescence. Cells were then 
extensively washed and distributed into 96-well culture 
dishes. Serial twofold dilutions of inhibitor were 
added to the wells, and cultures were continued for 3 

20 additional days. At 4 days postinfection, 100% of the 
cells in control Cultures were infected. HIV-1 p24 
accumulation was directly correlated with vims 
spread. The cell culture inhibitory concentration was 
defined as the inhibitor concentration which reduced 

25 the spread of infection by at least 95%, 0/CIC95. 

Because all virus populations appeared monodisperse and 
displayed parallel dose-response curves, resistance was 
quantified as the ratio of inhibitor concentrations 
that reduced the spread of infection by at least 95%. 

30 While the foregoing specification teaches the 

principles of the present invention, with examples, 
provided for the purpose of illustration, it will be 
understood that the practice of the invention 
encompasses all of the usual variations, adaptations, 
and modifications, as come within the scope of the 
following claims and its equivalents. 
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vfF AT TC; TT.ATMED IS; 

1. A compound of the formulas: 



10 




or 



15 



R 1 R 2 



20 




wherein: 

X is 0, S, or NR, and R is CN, H, HH 2 . OH, 
C 1 _ 3 alkoxy, or Cx_3 alkyl; 

25 

G, when present, is 1-4 substittients independ- 
ently selected from alkyl; halo; amino; 
nitro; cyano; carboxy; carbamoyl Cj_4 alkyl; 
0 

30 »_ r5 where in R 5 is CH 3 , H or NH 2 ; sulfamoyl; 

alkylsulfonamido; methanesulf onyl ; CF 3 ; 
hydroxy; or C^alkoxy; 
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n is 0-4; 
(5? 



in formula II denotes heterocycle of 5-6 
members (with 1-3 heteroatoms selected from 0, N or S) 
5 in place of benzo in formula I; 

R 1 is H; Ci_ 8 alkyl; C 2 _ 4 alkenyl; C 2 _ 5 alkynyl; 
€3^4 cycloalkyl; hydroxy; Cj_4 alkoxy; C^ 3 
alkyl substituted one or more times with 

10 halo, carboxy, C 3 _ 4 cycloalkyl, CN, hydroxy, 

methylsulf inyl, methanesulf onyl , Cj_4 alkoxy, 
C 2 ^4 alkenyl- Cj_ 4 alkoxy, C 2 _ 4 aikynyl-C^ 
alkoxy, aryloxy, Cj_4 alkylcarbonyl , or 
nitro; or aryl unsubstituted or substituted 

15 with (6) n ; ftiranyl; thienyl; benzofuranyl ; R 1 

. and R 3 may be joined to form a fused 

heterocycle of 5 or 6 members containing up 
to one additional heteroatom selected from 0, 
S or NR, provided that the heteroatoms are 

20 n ot directly linked to each other; 

R 2 is Ci_ Q alkyl; C 2 _ 8 alkenyl; C 3 _ 4 cycloalkyl; 
C z _ 5 alkynyl; aryl unsubstituted or 
substituted at the meta position with halo, 
25 methoxy or cyano; heterocycle; 

R 3 is H; Cj_g alkyl unsubstituted or substituted 
with one or more of A f wherein A is halo, 
hydroxy, amino, C$„z cycloalkyl, alkoxy, 
30 di-(C^_4 alkyl )amino, Cj_4 alkylamino, or 

carbamoyl; C 2 _g alkenyl unsubstituted or 
substituted with one or more of A; C 2 _g 
alkynyl unsubstituted or substituted with one 
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or more of A; C 3 _ 8 cycloalkyl; aryl 
alkyl wherein aryl is optionally substituted 
with up to three substituents selected from 
methyl, halo, CN, or methoxy; heterocycle of 5 
5 or 6 members containing up to 3 heteroatoms 

selected from 0, Sot MR; hydroxyl; CN; or 
carbamoyl; 

R 4 is H; C^s alkyl unsubstituted or substituted 
10 with one or more of A; C 2 _8 alkenyl 

unsubstituted or substituted with one or more 
of A; C2-8 alkynyl unsubstituted or 
substituted with one or more of A; C]_3 
alkanoyl; benzoyl unsubstituted or 
15 substituted with one to three of halo, 

methoxy, carboxy, or alkyl optionally 

substituted with carboxy, amino, 
alkylamino or di-Cj_4 alkylamino; carbamoyl, 
methylcarbamoyl, dimethylcarbamoyl , formyl, 
20 hydroxy, alpha-amino Ci_4 alkanoyl, or 

meta-cyanobenzyl ; 

or pharmaceutical^ acceptable salt or ester thereof. 

25 2. A compound of Claim 1, where'in X is 

neither 0 nor S. 



30 
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3. A compound according to Claim 1, of the 

formula : 



5 



10 




III 



wherein: 

X is 0, S, or NR, and R is CN, NH 2 , 0H » C l-3 
alkoxy, H or alkyl; 

G, when present, is 1-4 substituents independently 
selected from alkyl; halo; amino; nitro; 
cyano; carboxy; carbamoyl alkyl; 
p 

C-R 5 wherein R 5 is CH 3 , H or HH 2 ; sulfamoyl; 
C]_. 3 alkylsulfonamido; methane siilf onyl ; CF 3; 
hydroxy; or Cj^alkoxy; 

n is 0-4; 

R 1 is Ci^s alkyl; C 2 _ 4 alkenyl; C 2 _ 5 alkynyiJ 

C 3 _ 4 cycloalkyl; Ci_ 3 alkyl substituted one 
or more times with halo, carboxy, 
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C 3 _ 4 cycloalkyl, CN, hydroxy, methylsulf inyl, 
methane sulfonyl, Cj^alkoxy, C2_4alkynyl- 
C^alkoxy, or nitro; or aryl unsubstituted 
or substituted with (G) n ; R 1 and R 3 may be 
5 joined by a carba bridge to form a ring of 5 

to 6 members; 

R 2 is alkyl; C 2 _s alkenyl; C 3 _ 4 cycloalkyl; 

c 2-5 alkynyl; aryl unsubstituted or 
10 substituted at the meta position with halo, 

methoxy or cyano; heterocycle of 5 or 6 
members containing up to 3 heteratoms 
selected from 0, S, or MR; 

15 r3 i s H; C]_ 8 alkyl unsubstituted or substituted 

with one or more of A, wherein A is halo, 
hydroxy, amino, C 3 _ 8 cycloalkyl, C]_ 3 alkoxy, 
di-(C]_4 alkyDamino, Cj_4 alkylamino, or 
carbamoyl; C2-8 alkenyl unsubstituted or 

20 substituted with one or more of A; C2-8 

alkynyl unsubstituted or substituted with one 
or more of A; C 3 _ 8 cycloalkyl; aryl Cj_4 
alkyl wherein aryl is optionally substituted 
with up to three substituents selected from 

25 methyl, halo, CN, or methoxy; 

R 4 is H; C]_8 alkyl unsubstituted or substituted 
with one or more of A; C2_8 alkenyl 
unsubstituted or substituted with one or more 
30 of A; C 2 _ 8 alkynyl unsubstituted or 

substituted with one or more of A; C^_ 3 
alkanoyl; benzoyl unsubstituted or 
substituted with one to three of halo. 
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methoxy, carboxy, or Cj^ alkyl optionally 
substituted with carboxy, amino, Ci_4 
alkylamino or di-Cj_4 alkylamino, carbamoyl, 
methylcarbamoyl, dimethylcarbamoyl, formyl, 
hydros, alpha-amino Ci„4 alkanoyl, or 
meta-cyanobenzyl ; 

with the proviso that when R 1 is Ci_ 2 alfcyl, then R* is 
not Cj_.2 alkyl; 

or pharmaceutically acceptable salt or ester thereof. 

A. A compound according to Claim 1, of the 

formula: 




wherein: 

X is 0, S, or MR, and R is CN, NH 2 , OH, 
Cx_ 3 alkoxy, H or alkyl; 

G, when present, is 1-4 substituents independently 
selected from C x _4 alkyl; halo; amino; 
nitro; cyano; carboxy; carbamoyl Cj_4 
alkyl ; 
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0 

S-r5 wherein R 5 is CH 3 , H or NH 2 ; sulfamoyl; 
Cj_ 3 alkylsulfonamido; methanesulf onyl ; CF 3 ; 
hydroxy; or C]_ 4 alkoxy; 

5 

n is 0-4; 

R 1 is Ci_ 8 alkyl; C 2 _4 dkenyl; C 2 _ 5 alkynyl; 

C 3 _ 4 cydoalkyl. alkyl substituted one 

10 or more times with halo, carboxy, 

C 3 _ 4 cycloalkyl, CN, hydroxy, methylsulf inyl, 
methanesulf onyl. Cj^alkoxy. C 2 _ 4 alkynyl- 
C 1 _ 4 alkoxy, or nitro; or aryl unsubstituted 
orsubstituted with (G) n ; R 1 and R 3 may be 

15 joined by a carba bridge to form a ring of 5 

to 6 members; 

R2 is Ci.8 alkyl, C 2 _ 8 alkenyl, C 3 _ 4 cydoalkyl; 
C 2 _ 5 alkynyl; aryl unsubstituted or 
20 substituted at the meta position with halo, 

methoxy or cyano; 

r3 is H; C 1-8 alkyl unsubstituted or substituted 
with one or more of A, wherein A is halo, 

25 hydroxy, amino, C 3 _ 8 cydoalkyl, Cj_ 3 alkoxy, 

di-(C x _4 alkyDamino, alkylamino, or 

carbamoyl; C 2 _ 8 alkenyl unsubstituted or 
substituted with one or more of A; C 2 _ 8 
alkynyl unsubstituted or substituted with one 

30 or more of A; C 3 _ 8 cydoalkyl; aryl C x _ 4 

alkyl wherein aryl is optionally substituted 
with up to three substituents selected from 
methyl, halo, CN, or methoxy; 



WO 93/04047 



PCT/US92/06576 



- 241 - 

is H; Ci_g s^ky 1 unsubstituted or substituted 
* with one or more of A; C2_8 alkenyl 

unsubstituted or substituted with one or more 
' of A; C2_8 alkynyl unsubstituted or 

5 substituted with one or more of A; C]_3 

alkanoyl; benzoyl unsubstituted or 
substituted with one to three of halo, 
methoxy, carboxy, or alkyl optionally 

substituted with carboxy, amino, Cj_4 
10 alkylamino or di-Cj_4 alkylamino; carbamoyl; 

methylcarbamoyl ; dimethylcarbamoyl; formyl; 
hydroxy; alpha-amino Cj_4 alkanoyl; or 
meta-cyanobenzyl ; 

15 with the proviso that when R 1 is C^_2 ^kyl, then R 2 is 
not Ci^2 alkyl* 

or pharmaceutical^ acceptable salt of ester thereof. 

5. A compound according to Claim 4, of the 

20 formula: 



25 




30 
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wherein 

X is 0; 

G, when present, is alkyl; halo; amino; 

nitro; cyano; carboy; carbamoyl Ci_ 4 
5 alkyl; or alkyl-sulf onamido ; 

n is 0-4; 

R 1 is C 3 _ 4 alkyl, C 3 _ 4 alkenyl, C 2 _5alkynyl; 

C 3 _ 4 cycloalkyl; C^alkyl substituted 
with C 3 _ 4 cycloalkyl, Cj_. 4 alk03y, or 
10 C 2 _4alkynyl-C 1 . 4 alkoxy; 



R 1 and R 3 may be joined by a carba 
bridge to form a ring of 5 to 6 members; 

20 R 2 i g d_ 3 alkyl, C 2 ^ 3 alkenyl, C 2 _ 3 alkynyl, 

C 3 _ 4 cycloalkyl, or aryl; 

R 3 is H; Cj_ 4 alkyl unsubstituted or 

substituted with C 3-8 cycloalkyl, C 2 _ 4 
25 alkenyl, or C 2 _ 4 alkynyl; C 3 ^ 

cycloalkyl , 

R* is H; Cj_g alkyl unsubstituted or 

substituted with one or more of A; C 2 „g 
30 alkenyl unsubstituted or substituted 

with one or more of A; C 2 _8 alkynyl 
unsubstituted or substituted with one or 



» 
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more of A; alkanoyl; benzoyl 

unsubstituted or substituted with one to 
three of halo* methoxy, carboxy, or Cj_4 
alkyl optionally substituted with 
car boxy, amino, C;j_4 alkylamino or 
di-Cj_4 alkylamino, carbamoyl, 
methylcarbamoyl , dimethylcarbamoyl , 
formyl, hydroxy, alpha-amino Ci_4 
alkanoyl, or meta-cyanobenzyl ; 

with the proviso that R 1 and R 2 are not both 
straight-chain alkyl groups; 

or pharmaceutical^ acceptable salts or esters thereof. 

6, A compound according to Claim 5, which is 
6-Chloro-3 1 4-dihydro-3-methyl-4-phenyl-4-ethynyl- 
2(lH)-quinazolinone ,. 

6-Chloro-3 , 4~dihydro-3-ethyl-4~phenyl-4-ethynyl- 
2 ( 1H ) -qu inazo 1 inone , 

6-Chloro-3 , 4~dihydro-3-cyclopropyl-4-phenyl-4- 
ethynyl-2(lH)~quinazolinone , 

6-Chloro-3 , 4-dihydro-3-cyclopropyl-methyl-4-cyclopropyl- 
4-p r opyl-2 ( 1H ) -qu i na zol inone 

6-Chloro-3 > 4-dihydro-3~methyl-4-cyclopropyl-4-propyl- 
2(lH)-quinazolinone, 

6-Chloro-3 , 4-dihydro-3-ethyl-4-cyclopropyl-4-(2-ethoxy- 
methyl )-2(lH)-quinazolinone , 

6-Chloro-3 , 4-dihydro-3-methyl-4-cyclopropyl-4~ethynyl~ 
2 ( 1H ) -qu inazol inone t 

6~Chloro-3 , 4-dihydro-3-methyl-4-phenyl-4-ethynyl-2(lH)- 
cyanoiminoquinazoline , 
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6-Chloro-3,4-dihydro-3-(2-propynyl)-4-cyclopropyl-4- 
(2~propynyloxymethyl >-2(lH)-quinazolinone , 5* 
6-f luoro-3 , 4-dihydro-3-methyl-4-phenyl-4-ethynyl- 
2(lH)-quinazolinone, * 
5 6-Chloro-3 , 4-dihydro-3-methyl-4-cyclopropyl-4- 
cyclopropylmethyl-2 ( 1H) -quinazolinone , 
6-Chloro-3 , 4-dihydro-4-cyclopropyl-4-ethynyl-2(lH)- 

quinazolinone, or 

6-Chloro-3 , 4-dihydro-4-cyclopropyl«4-(n-butyl)-2(lH)- 
10 quinazolinone. 

7. The compound (+)-6-chloro-3,4-dihydro- 
3-methyl-4-phenyl-4-ethynyl-2(lH)-quinazolinone. 

15 8. A method of inhibiting HIV reverse 

transcriptase, comprising administering to a mammal an 
effective amount of a compound as in any of Claims 1-7. 

9. A method of preventing infection of HIV, 
20 or of treating infection by HIV or of treating AIDS or 
ARC, comprising administering to a mammal an effective 
amount of a compound as in any of Claims 1-7. 

10. A pharmaceutical composition useful for 
25 inhibiting HIV reverse transcriptase, comprising an 

effective amount of a compound as in any of Claims 1-7, 
and a pharmaceutical^ acceptable carrier. 

J? 

11. A pharmaceutical composition useful for 

30 preventing or treating infection of HIV or for treating ^ 
AIDS or ARC, comprising an effective amount of a 
compound as in any of Claims 1-7, and a 
pharmaceutical^ acceptable carrier. 
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